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Compounds Useful As Reversible Inhibitors of Cysteine Proteases 

APPLICATION DATA 

5 This application claims benefit to US provisional application serial no. 60/326,538 filed 
10/2/2001. 

TECHNICAL FIELD OF THE INVENTIQN 

This invention relates to amidino and guanidino peptidyl compounds active as cj^eine 
10 protease inhibitors. The compounds are reversible inhibitors of the cysteine protease 
cathepsin S, K, F, L and B are therefore useful in the treatment of autoimmune and other 
diseases. The invention also relates to processes for preparing such compounds and 
pharmaceutical compositions comprising them. 

15 BACKGROUND OF THE INVENTION 

Cathepsin S and cathepsin K are members of the papain family, within the papain 
superfamily of cysteine proteases. The papain family is the largest group of cysteine 
proteases and includes proteases such as cathepsins B, H, K, L, O and S. (A.J. Barrett et 

20 al., 1996, Perspectives in Drug Discovery and Design, 6, 1). The cysteine proteases have 
important roles in human biology and diseases including atherosclerosis, emphysema, 
osteoporosis, chronic inflammation and unmune disorders (H.A. Chapman et al., 1997, 
Ann. Rev. Physiol., 59, 63). Cathepsin S plays a key role in regulating antigen 
presentation and hnmunity (H. A. Chapman, 1998, Current Opinion in hnmunology, 10, 

25 93; R. J. Riese et al., 1998, J. Clm. Invest., 101, 2351; R.J. Riese et al., 1996, Immunity, 
4, 357). Cathepsin S deficient mice have impaired invariant chain degradation resulting in 
decreased antigen presentation and germinal cento- formation, and diminished 
susceptibility to collagen-induced arthritis indicating the therapeutic potential for a 
cathepsin S inhibitor (G. Shi et al., 1999, Immunity, 10, 197; T.Y, Nakagawa et al, 1999, 

30 hnmunity, 10, 207) 
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The Specificity of the inimune response relies on processing of foreign protein and 
presentation of antigenic peptide at the cell surface. Antigenic peptide is presented bound 
to MHC Class II, a heterodimeric glycoprotein e3q)ressed in certain antigen presenting 
cells of hematopoietic lineage, such as B cells, macrophages and dendritic cells. 
5 Presentation of antigen to effector cells, such as T-cells, is a fundamental step in 
recognition of non-self and thus initiation of the immune response. 

Recently MHC Class n heterodimers were shown to associate intracellularly with a third 
molecule designated invariant chain. Invariant chain faciUtates Class n transport to the 

10 endosomal compartment and stabilizes the Class n protein prior to loading with antigen. 
Invariant cham interacts directly with Class H dimers in the antigen-binding groove and 
therefore must be proteolyzed and removed or antigen cannot be loaded or presented. 
Current research suggests that invariant chain is selectively proteolyzed by cathepsin S, 
which is compartmentalized with MHC Class II complexes within the cell. Cathepsin S 

15 degrades invariant chain to a small peptide, termed CLff , which occiq)ies the antigen - 
binding groove. CLIP is released firom MHC Class n by the interaction of MHC Class H 
with HLA-DM, a MHC-like molecule thus fireeing MHC Qass E to associate with 
antigenic peptides. MHC Class E-antigen complexes are then transported to the cell 
surface for presentation to T-cells, and initiation of the immune response. 

20 

Cathepsin S, through proteolytic degradation of invariant chain to CLIP, provides a 
fundamental step in generation of an immune response. It follows that inhibition of 
antigen presentation via prevention of mvariant chain degradation by cathepsin S could 
provide a mechanism for immuno-regulation. Control of antigen-specific immune 

25 responses has long been desirable as a usefiil and safe therapy for autoimmune diseases. 
Such diseases include Crohn's disease and arthritis, as well as other T-cell-mediated 
immune responses (C. Janeway and P. Travers, 1996, inmunobiology. The Immune 
System in Healfli and Disease, Cbspter 12). Furthermore, cathq)sin S, which has broad 
pH specificity, has been implicated in a variety of other diseases involving extracellular 

30 proteolysis, such as Alzheimer's disease (U. MuUer-Ladner et al., 1996, Perspectives in 
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Drag Discovery and Design, 6, 87), atherosclerosis (G.K. Sidchova et al., 1998, J. Clin. 
Invest, 102, 576) and endometriosis (WO 9963115, 1999). 

A cathepsin S inhibitor has been found to block the rise in IgE titers and eosinophil 
5 infiltration in the lung in a mouse model of puhnonary hypersensitivity, suggesting that 
cathepsin S maybe involved in asthma (R.J. Riese et al., J. Clin. Investigation,1998, 101, 
2351). 

Another cysteine protease, cathepsin F has been found in macrophages and is also 
10 involved in antigen processing. It has been postulated that cathepsin F in stimulated lung 
macrophages and possibly other antigen presenting cells could play a role in airway 
inflammation (G.-P. Shi et al., J. Exp. Med., 2000, 191, 1177). 

Cathepsin K, another cysteine protease has been found to be highly expressed in 
15 osteoclasts and to degrade bone coUagen and other bone matrix proteins, hihibitors of 
cafliepsin K have been shown to inhibit bone resorption in mice. Therefore, cathepsin K 
may play a role in osteoclastic bone resorption and cathepsin K inhibitors may be useful 
in the treatment of diseases involving bone resorption such as osteoporosis (F. Lazner et 
' al.. Human Molecular Genetics, 1999, 8, 1839). 

20 

Cysteine proteases are characterized by having a cysteine residue at the active site which 
servesasanucleophile. The active site also contains a histidine residue. The imidazole 
ring on the histidine serves as a base to genwate a thiolate anion on the active site 
cysteine, increasing its nucleophilicity. When a substrate is recognized by the protease, 
25 the amide bond to be cleaved is directed to the active site, where the thiolate attacks the 
carbonyl carbon forming an acyl-enzyme intermediate and cleaving the amide bond, 
liberating an amine. Subsequently, water cleaves the acjd-eozyme species regenerating 
the enzyme and Kberating the other cleavage product of flie substrate, a caiboxylic acid. 

30 Inhibitors of cysteine proteases contain a fimctionality that can react reversibly or 

inevCTsibly with the active site cysteine, Bcamples of reactive functionalities that have 
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been described (D. Rasnick, 1996, Perspectives in Drug Discovery and Design. 6, 47) on 
cysteine protease inhibitors include peptidyl diazomethanes, epoxides, 
monofluoroalkanes and acyloxymelhanes, which irreversibly alkylate the cysteine thiol. 
Other irreversible inhibitors include Michael acceptors such as peptidyl vinyl esters and 
other caiboxyUc acid derivatives (S. Uu et al., J. Med Chem., 1992, 35, 1067) and vinyl 
sulfones (J.T. Pahner et al., 1995, J. Med Chem., 38, 3193). 

Reactive fiinctionaUties that form reversible complexes with the active site cysteine 
include peptidyl aldehydes (R.P. Hanzlik et al., 1991, Biochim. Biophys. Acta., 1073, 
33), which are non-selective, inhibiting both cysteine and serine proteases as weU as 
other nucleophiles. Peptidyl nitriles (R.P. Hanzlik et al., 1990, Biochim. Biophys. Acta., 
1035, 62) are less reactive than alddiydes and therefore more selective for the more 
nucleophilic cysteine proteases. Various reactive ketones have also been reported to be 
reversible inhftitors of cysteine proteases (D. Rasnick, 1996, ibid). In addition to 
reacting with the nucleophiUc cystdne of the active site, reactive ketones may react with 
water, forming a hemiketal which may act as a transition state inhibitor. 

Examples of cathepsin S inhibitors have been reported. JX. Klaus et al. (WO 9640737) 
described reversible inhibitors of cysteine proteases including cathepsin S, containing an 
ethylene diamine. In US Patent No. 5,776,718 to Pahner et al. there is disclosed m it's 
broadest generic aspect a protease inhibitor comprising a targeting group hnked through a 
two carbon atom chain to an electron withdrawing group (EWG). The compounds of the 
present apphcation are structurally distinct and thus excluded from the 5,776,718 patent 
with particular embodiments possessmg unexpectedly greater activity than the closest 
compounds of the prior art. Other examples of cathepsin S inhibitors have been reported 
by E.T. Altmann et al, (WO 9924460, 1999) which describes dipeptide nitriles asserted to 
have activity as inhibitors of Cathq)sms B, K, L and S. Axys pubUcations WO 00/55125 
and 00/55126 disclose peptidyl nitriles for cathepsin inhibition which possess 
spiiocaibocycUc and spiroheterocycUc moieties at PI, Axys pubUcations WO 01/19808 
and WO 01/19796 disclose p^tidyl nitriles possessing mandatory sulfonyl groups at P2. 
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Additional peptidyl nitriles have been reported as protease inhibitors. For example, both 
nitriles and ketoheterocycles are described by B.A. Rowe et al. (US 5,714,471) as 
protease inhibitors useful in the treatment of neurodegenerative diseases. Peptidyl nitrUes 
are reported by B. Malcohn et al. (WO 9222570) as inhibitors of picomavirus protease. 
B.J. Gour-Salin (Can. J. Chem., 1991, 69, 1288) and T.C. liang (Arch. Biochim. 
Biophys., 1987, 252, 626) described peptidyl nitriles as inhibitors of papain 

None of the aforementioned pubUcations disclose compounds possessing a mandatory 
goanidino or amidino structure at the P3 position. 

A reversible inhibitor presents a more attractive therapy than irreversible inhibitors. 
Even compounds with high specificity for aparticular protease can bind non-target 
enzymes. An irreversible conqjound could therefore permanently inactivate a non-target 
enzyme, increasing the likelihood of toxicity. Furthermore, any toxic effects resultmg 
fiom inactivation of the target enzyme would be mitigated by reversible inhibitors, and 
could be easily remedied by modified or lower dosing. Finally, covalent modification of 
an enzyme by an irreversible inhftitor could potentially generate an antibody response by 
acting as a hapten. 

In Ught of the above, there is a clear need for compounds which reversibly and selectively 
inhibit cysteine proteases such as cathepsin S and cathepsin K for indications in which 
these proteases exacerbate disease. 



RRTPP DPi^CRIPTION OF THE INVENTION 

It is therefore an object of this invention to provide novel compounds according to the 
formula (la/Ib) as described herein which revarsibly inhibit the cysteine proteases 
cathqpsin S, K, F, L and B. It is a further object of the invention to provide methods for 
treating diseases and pa&ological conditions exacerbated by these cysteine proteases 
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such as, but not limited, to rheumatoid arthritis, multiple sclerosis, asthma and 
osteoporosis. It is yet a further object of the invention to provide novel processes for 
preparation of the above-mentioned novel conq)ounds. 



nHTAn.R D DESCRIPTION OF THE INVENTION 

A proposed mechanism of action of the cysteine protease inhibitors of this invention is 
that the inhibitors contain a functionaHty that can react (reversibly or irreversibly) with 
the active site cysteine. The reactive functionality is attached to a peptide or peptide 
mimic that can be recognized and accommodated by the region of the protease 
sunoundmg the active site. The nature of both the reactive functionaUty and the 
remaining portion of the inhibitor determine the degree of selectivity and potency toward 
a particular protease. 

Given the similarity of the active sites in cysteme proteases, it may be anticipated that a 
given class of inhibitors might have activity against more that one cysteine protease. It 
may also be expected that due to structural differences between individual cysteine 
proteases, different compounds of the invention may have different inhibitory potencies 
against different cysteine proteases. Thus some of the compounds of the mvention may 
also be expected to be most effective in treating diseases mediated by cysteine proteases 
that they inhibit most potently. The activity of particular compounds disclosed herein 
against cysteine proteases such as cathepsin S, K, F, L and B may be determined by the 
screens described in the section entitled "Assessment of Biological Propeaties." 

Accordingly, in a first generic aspect of the invention, there are provided compounds of 
formula C[a) or (lb): 
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wherein: 

5 

Ri is a bond, hydrogen, CMO alkyl, Cl-lOalkoxy, aryloxy, C3-8 cycloalkyl, C3-8 
cycloalkyloxy, aryl, benzyl, tetrahydronaphthyl, indenyl, indanyl, Cl-lOalfcylsulfonylCl- 
lOalkyl, C3-8cycloalkylsulfonylCl-10alkyl, arylsulfonylCl-lOalkyl, heterocyclyl 

10 selected from azq)anyl, azocanyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, thiopyranyl, furanyl, tetrahydrofuranyl, thienyl, pyrrolyl, oxazolyl, 
isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
tetrazolyl, pyrazolyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 

15 benzoxazolyl, benzisoxazolyl, quinolinyl, tetrahydroquinolinyl, isoqxiinolinyl, 
tetrahydroisoquinolinyl, quinazolinyl, tetrahydxoquinazolinyl and quinoxalinyl, 
heterocyclyloxy wherem the heterocyclyl moiety is selected from those hereui described 
in this paragrs^h, hydroxy or amino; wherein Ri is optionally substituted by one or more 

Ra> 

20 

Ra is a bond, Cl-10 alkyl, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzotihdenyl, 
25 benziimdazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, quinolinyl, 

isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, Cl-lOalkanoyl, Cl- 
lOalkanoyloxy, aryloxy, bmzyloxy, Cl-10 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 

7 



wo 03/029200 



PCT/US02/30644 



di-substituted by CI- 10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofiiranyl, benzofhienyl, benzimidazolyl, benzfhiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Ra is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfiir 
atom may be oxidized to a sulfoxide or sxilfone, axylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, fiiranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, uidolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzihiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 aUcylaminosulfonyl, arylaminosulfon}d, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrohdinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazmyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rb; 
with the proviso that Ri and Ra simultaneously cannot be a bond; 

Rb is a Cl-6 saturated or unsaturated branched or unbranched carbon chain 
optionally partially or fully halogenated wh^in one or more carbon 
atoms are optionally replaced by O, N, S(0), S(0)2 or S and wherein said 
chain is optionally independently substituted with 1-2 oxo groiqps, -NH2, 
or one or more CI -4 dSkyl, pyrrolidinyl, piperidinyl, morpholiayl, 
thiomorpholinyl, piperazinyl, indolinyl, fiiranyl, thienyl, pyrrolyl. 
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oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, beiiziimdazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl; 

or Rb is C3-6 cycloalkyl, aryl, aryloxy, benzyloxy, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, mono-Cl-Salkylamino, di-Cl-5alkylamino, 
carboxaxnide, atnidino or guanidino; 

R2 is hydrogen or CI -3 alkyl; 

R3 is a bond, hydrogen, alkyl wherein one or more carbon atoms are optionally replaced 
by 0, S or N wherein it shall be understood if N is not substituted by Rc then it is NH, or 
R3 is C2-10aIkylene, heterocyclylCl-5 alkyl wherein the heterocyclic moiety is selected 
fiom pynolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 8-aza- 
bicyclo[3.2.1]octane, silinane, piperazinyl, indolinyl, furanyl, tetrahydrofuranyl, pyranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
dihydrobenzofurmyl, octohydrobenzofuranyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, tetrahydroquinolinyl, quinolinyl, tetrahydroisoquinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, C3-8 cycloalkyl, arylCl-Salkyl or aryl 
wherein R3 is optionally substituted by one or more Rc; 

Rc is C3-8 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-12 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, decahydron^hthyl, pynolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, fiiranyl, tetrahydrofuranyl, pyran^ 
tetrahydropyranyl, tetrahydrothiopyranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
unidazolyl, pyrazolyl, triazoljd, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indol}i, dihydrobenzofuranyl, octohydrobenzofuranyl, benzofuranyl, 
benzothienyl, benzimidazol;^, benzthiazol^, tetrahydroquinolinyl, quinolinyl, 
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tetrahydroisoqumolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, aryloxy, aroyl, 
aryloxycarbonyl, aroyloxy, 

or Rc is aroylamino, alkylthio, arylthio, aryloxycarbonylamino, 
arylcarbamoyloxy, arylsulfonylamino, arylaininosiilfonyl, amino wherein the 
nitrogen atom may be independently mono or di-substituted by CI -10 alkyl, aryl, 
pyrroUdinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl^ isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 

may be further optionally substituted by one or more Rd; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-Salkyl, Cl-5 alkoxy, 
aryloxy, arylCl-Salkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, 
cyano, nitro, amidino or guanidino; 

R2 and R3 together with the caibon they are attached optionally form a nonaromatic 5-7 
membered cycloalkyl or heterocyclic ring; 

each R4 is independently hydrogen, hydroxy or Cl-3 alkyl; 

R5 is hydrogen, alkyl, alkoxy, alkoxyalkyl or arylalkyl; 

R9 is hydrogen, alkyl wh^ein one or more carbon atoms are optionally replaced by O, S 
orN wherein it shall be understood if N is not substitutedby Re then it is NH, or R9 is 
cycloalkyl, aryl, heterocyclyl, aryl, heteroaryl or cyano, wherein R9 is optionally 
substituted by one or more Re; 

Re is selected from alkyl, cycloalkyl, aryl, aroyl, heterocyclyl, heteroaryl, halogen, 
hydroxy, 0x0, caiboxy, cyano, nitro, amidino and guanidino. Re maybe further 
optionally substituted by one or more Rg 
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Rf is selected from alkyl, cycloalkyl, aryl optionally substituted by one or 
more groiq>s selected from halogen, methyl or methoxy, heterocyclyl, 
heteroaryl, alkoxy, aryloxy, aroyl, arylalkoxy, alkoxycarbonyl, 
aryloxycarbonyl, alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by alkyU aryl, 
heterocyclyl or heteroaryl, alkanoylamino, aroylamino, alkylcarbamoyl, 
arylcarbamoyl, alkylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, arylthio wherein the suUur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by alkyU aryl, heterocyclyl or heteroaryl, 
alkoxycaibonylamino, aryloxycaifoonylamino, alkylcarbamoyloxy, 
arylcarbamoyloxy, alkylsulfonylamino, arylsulfonylamino, 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by alkyl, aryl, heterocyclyl 
or heteroaryl, halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino and 
guanidino; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic carbocycle or a 7 to 14-membered bicyclic caibocycle optionally bridged, 
wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more Rg; 

Rg is selected from alkyl, aryl, alkoxycarbonyl, aryloxycarbonyl, 
arylalkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally 
mono or di-substituted with a group selected from alkyl, cycloalkyl, aryl, 
arylalkyl, heterocyclyl, heteroaryl, halogen, hydroxy, carboxy and cyano; 

Reis 

hydrogen, hydroxy, nitrile or 
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a Cl-6 saturated or unsaturated branched or unbranched alkyl optionally partially or fully 
halogenated wherein one or more C atoms are optionally replaced by O, NH, S(0), S(0)2 
or S and wherein said chain is optionally independently substituted with 1-2 oxo groups, - 
NH2, one or more CI -4 alkyl, C3-7 cycloalkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl, benzoxazolyl or quinoxalinyl; 

wherein Ri and in the formulas (la) or (lb) optionally form a 4 to 8 membered mono- 
or 7-14 membered polycyclo heteroring system, each aromatic or nonaromatic, wherein 
each ring is optionally substituted by one or more R7; 

each R7 and Rs are independently: 

hydrogen, Cl-5 alkyl chain optionally interrupted by one or two N, O or S(0)m and 
optionally substituted by 1-2 0x0, amino, hydroxy, halogen, Cl-4alkyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, 
furanyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, benzoxazolyl or quinoxalinyl, 

aryl, aryloxy, aroyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyridinyl, pyrimidinyl, Cl-5 

alkanoyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, benzyloxycarbonyl, 

Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio, arylthio Cl-5 alkylsulfonylammo, 

arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, C3-6 cycloalkyl and 

benzyloxy 

each of the aforementioned are optionally halogenated, 
halogen, hydroxy, 0x0, caiboxy, nitrile, nitro or NH2C(0)-; 
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misO, 1 or 2; 

Xis=0,=S or =N-R6 wherein is as defined above, and 
phaimaceutically acceptable derivatives thereof. 

In another embodiment of the invention, there are provided novel compounds of the 
formula (la) or formula (lb) as desaibed immediately above, and wherein: 

Ri and of the formula (la) or formula (lb) form: 

a monocychc 5, 6 or 7 membered aromatic or nonaromatic heterocyclic ring 
optionally substituted by R7; 

a bicyclic ring having one S, 6 or 7 membered aromatic or nonaromatic 
heterocyclic ring fused to a second 5-7 membered aromatic or nonaromatic heterocyclic 
or carbocycUc ring wherein each ring is optionally indepmdently substituted by one or 
more R7; 

or a tricyclic ring wherein the abovOTientioned bicyclic ring is fiuiher fused to a 
third 5-7 membered aromatic or nonaromatic heterocyclic or carbocycUc ring wherein 
each ring is optionally independently substituted by one or more R7; 

R2 is hydrogen or methyl or ethyl; 

R3 is a bond, hydrogen, Cl-10 alkyl wherein one or more caibon atoms are optionally 
rq)laced by O, S or N, or R3 is C2-5alkylene, C3-7 cycloalkyl, heterocyclylCl-5 alkyl 
wherein the heterocyclic moiety is selected fi-om pyrrolidinyl, piperidinyl, moipholinyl, 
thiomoipholinyU 8-aza-bicyclo[3^.1]octane, silinane, piperazinyl, indolinyl, fiiranyl, 
tetrahydrofiiranyl, pyranyl, tetrahydropyranyl, tetrahydrofhiopyranyl, thimyl, pyrrolyl, 
oxazolyl, thiazolyi, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinjd and indolyl, 
arylCl-Salkyl or aryl wherein R3 is optionally substituted by one or more Rc; 
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Rc is C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyI, bicyclo[4.1.0]heptaiiyl, bicyclo[3,1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, moipholinyl, thiomoipholinyl, 
piperazinyl, indolinyl, furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, baizthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, aryloxy, aroyl, aryloxycarbonyl, aroyloxy, 
or Rc is aroylamino, arylthio, aryloxycarbonylamino, arylcarbamoyloxy, 
arylsulfonylamino, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzofliienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more Rd; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-4 

alkyl, Cl-5 alkoxy, aryloxy, arylCl-Salkoxy, aroyl, halogen, hydroxy, oxo 
or cyano; 

R4 is hydrogen or methyl; 

R9 is hydrogen, CI- 12 alkyl wherein one or more carbon atoms are optionally rq)laced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected fiom pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl, heteroarjd selected from 
furanyl, thienyl, pyrrolyl, oxazolyl, tiiiazolyl, imidazolyl, pyrazolyl, isoxazolyl, 
isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazmyl, 
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pyrimidinyl, pyrazinyl» indolyl, isoindolyl, beozofuranyl, benzofhienyl» benziinidazolyl^ 
bmzthiazolyl, purinyl, quinolinyU isoquinolinyl, quinazolinyl, quinoxalinyl, caibazolyl, 
phenothiazmyl and phenoxazinyl, aryl or cyano» wherein R9 is optionally substituted by 
one or more R^; 



Re is selected from Cl-8 alkyl, C3-7 cycloalkyi, aryl, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl and 
indolinyl; heteroaryl selected from ftjranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
tbiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, 
benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinoKnyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and 
phmoxazinyl, halogen, hydroxy, 0x0, caiboxy, cyano, nitro, amidino and 
guanidino, R« may be further optionally substituted by one or more Rr; 



Rf is selected from Cl-8 alkyl, C3-7 cycloalkyi, aiyl optionally substituted 
by one or more groups selected from halogen, me&yl or methoxy, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, moipholinyl, 
thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, tbiadiazolyl, 
pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, 
phenothiazinyl and phenoxazinyl, Cl-8 alkoxy, aryloxy, aroyl, arylCl- 
8alkoxy, Cl-8 alkoxycarbonyl, aryloxycaibonyl, Cl-8 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-8 alkyl, aryl, heterocyclyl selected from 
pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl and 
indolinyl, or heteroaryl selected from friranyl, thienyl, pyrrol^, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, oxadiazolyl. 
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triazolyl, tetrazolyl, thiadiazoljd, pyridinyl, pyridazinyl, pyrimidinyl, 
pjoazinyl, indolyl, isoindolyl, benzo&ranyl, benzothienyl, benzdmidazolyl, 
benzthiazolyl, puxinyi, quinolinyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, CI -8 
alkanoylamino, aroylamino, Cl-8 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulftir atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be indq)endently substituted by alkyl, aryl, heterocyclyl selected 
fix)m pyrrolidinyl, piperidinyl, morpholinyl, thiomoipholinyl, piperazinyl 
and indolinyl, or heteroaryl selected from fiiranyl, thienyl, pyrrolyl, 
oxazolyl, fhiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, 
oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofiiianyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, 
quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, 
alkoxycarbonylamino, aryloxycaibonylamino, a]kylcarbamo}doxy, 
arylcarbamoyloxy, alkylsulfonylamino, arylsulfonylamino, 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, 
isotihdazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofuranyl, 
benzothienyl, brazimidazolyl, benzthiazolyl, purinyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and 
phenoxazinyl, halogen, hydroxy, oxo, caiboxy, cyano, nitro, amidino and 
guanidino; 

or Rs and R9 togetiiier with the caibon they are attached form a 3 to 7-menibered 
monocyclic caibocycle or a 7 to 14-membeFed bicyclic caibocycle optionally bridged. 
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wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more R^; 

Rg is selected from Cl-8 alkyl, aryl, Cl-8 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-Salkoxycarbonyl, carbamoyl wherein the nitrogen atom maybe optionally 
mono or di-substituted with a group selected from Cl-8 alkyl, C3-7 cycloalkyl, 
aryl, arylCl-Salkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl, or heteioaryl selected 
from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzoftiranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, 
quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl andphenoxazinyl, halogen, 
hydroxy, caiboxy and cyano; 

R7 and Rs are independently hydrogen, Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, 
aryloxy, benzyloxy each of the aforementioned are optionally halogenated, halogen, 
hydroxy, 0x0, carboxy, nitrile, nitro or NH2C(0)-; 

m is 0, 1 or 2 and 

XisOorS. 

In yet another embodiment of the invention, there are provided novel compounds of the 
formulas (la) or (lb) as described immediately above, and wherein: 

R] and R^ of the formula (la) or Formula (lb) form: 
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a monocyclic S or 6 membered aromatic or nonaromatic heterocyclic ring optionally 
substituted by R7; 

a bicyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic heterocyclic ring 
fused to a second S-6 mmibered aromatic or nonaromatic heterocyclic or caibocyclic 
ring wherein each ring is optionally independently substituted by one or more R?; 

or a tricyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic heterocyclic 
ring fiised to a 5-6-membered aromatic or nonaromatic carbocyclic ring which in turn is 
fiised to a S, 6 or 7 membered aromatic or nonaromatic heterocyclic ring; 

R2 is hydrogen or methyl; 

R3 is a bond, hydrogen, Cl-10 alkyl wherein one or more caibon atoms are optionally 
replaced by O, S orN, or R3 is C2-5alkylene, C4-6 cycloalkyl, heterocyclylCl-5 alkyl 
wherein the heterocyclic moiety is selected ftom pyrrolidinyl, piperidinyl, morpholinyl, 
thiomoipholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, or arylCl-2alkyl wherein R3 is 
optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, phenyl, n^hthyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrroUdinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
indoUnyi, furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazoUnyl, quinoxalinyl, phenoxy, naphthyloxy, benzoyl, 
phraoxycarbonyl, benzoyloxy, benzoylamino, phmylthio, aryloxycarbonylamino, 
arylcaibamoyloxy, arylsulfonylamino, arylaminosulfonyl, amino wh^ia the 
nitrogen atom may be independently mono or di-substituted by Cl-5 aDgrl or aryl. 
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or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, axnidino or guamdino, Rc 
may be furfher optionally substituted by one or more Ra; 

Rd is Cl-3 alkyl, C3-6 cycloaDcyl, phenyl, benzyl, Cl-3 alkoxy, phenoxy, 
phenylCl-Salkoxy, benzoyl, halogen, hydroxy, oxo or cyano; 

R4 is hydrogen; 

Rs is hydrogen, Cl-8 alkyl, Cl-3 alkoxyCl-3 aUqrl, Cl-8 alkoxy, phenylCl-5 alkyl or 
naphthylCl-5 alkyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pytrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyi, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzihiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, aryl or cyano, 
wherein R9 is optionally substituted by one or more R^; 

Re is selected from CI -5 alkyl, C3-7 cycloalkyl, aiyl, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinyl; heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
inwdazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyi, 
benzofiiranyl, braizothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, 0x0, carboxy, 
cyano, nitro, amidino and guanidino, Re may be fiirther optionally substituted by 
one or more Rf; 

Rf is selected &om Cl-5 alkyl, C3-7 cycloalkyl, aiyl optionally substituted 
by one or more groups selected from halogen, methyl or meflioxy, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
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thiomoipholinyl, piperazinyl and indolinyl, heteroaryl selected bom 
fiiranyl, tiiienyl, pytrolyl, oxazolyl, ttiiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl and quinoxalinyl, Cl-5 alkoxy, aryloxy, aroyl, arylCl- 
Salkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom maybe independently 
mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl selected from 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, 
Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidmyl, morpholinyl, thiomorphoUnyl, 
piperazinyl and indolinyl, or heteroaryl selected from furanyl, fhienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and 
quinoxalinyl, Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcaibamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted 
by Cl-5 alkyl, aryl, heterocyclyl selected from pyrrohdinyl, piperidinyl, 
morpholinyl, thiomorphoUnyl, piperazinyl and indolinyl, or heteroaryl 
selected from furanyl, fhienyl, pyrrolyl, oxazolyl, fiiiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazin^, indolyl, 
benzofuranyl, benzo&ienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
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isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, amidino and guanidino; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocycKc carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-5 alkyl, aryl, C1--5 alkoxycarbonyl, aryloxycarbonyl, arylCl- 
Salkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 alkyl, C3-7 cycloalkyl, aryl, arylC 1-5 alkyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, moipholinyl, thiomoipholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolmyl, 
quinazolinyl and quinoxalinyl, halogen, hydroxy, carboxy and cyano; 

R7 and Rg are independently hydrogen, Cl-4 alkyl, C5-6 cycloalkyl, CI -4 alkoxy, 
halogen, hydroxy, 0x0, carboxy, nitrile, nitro or NH2C(0)-; 
and 
Xis O. 

In yet still another embodiment of the invention, there are provided novel compounds of 
the formulas (la) or (lb) as d^cribed immediately above, and wherein: 

Ri and R6 of the fonnula (la) or formula (lb) forai: 

a bicyclic ring having one 5 or 6 membered aromatic or nonaromatic heterocyclic ring 
fused to a second 5-^ membered heteroaryl, heterocycle or phenyl ring; 



21 



wo 03/029200 



PCT/US02/30644 



or a tricyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic heterocyclic 
ring fused to a 5-6-membered aromatic or nonaromatic carbocyclic ring which in turn is 
fused to a 5, 6 or 7 membered aromatic or nonaromatic heterocyclic ring; 
wherein each ring is optionally independently substituted by one or two R? 

R2 is hydrogen; 

R3 is a bond, CI- 10 alkyl wherein one or more carbon atoms are optionally replaced by 
0, S or N, or R3 is C2-4alkylene, C5-6 cycloalkyl, heterocyclylCl-3 alkyl wherein the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.i]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyran)1, tetrahydrothiopyranyl and indolyl, benzyl or naphthyhnethyl wherein 
R3 is optionally substituted by one or more R^; 

Rc is C5-6 cycloalkyl, phenyl, naphthyl, mdanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1 .0]hexan3d, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1 A3,4- 
tetrahydronq)hthyl, fiiranyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofuranyl, benzothienyl, benzfhiazolyl, 
phenoxy, naphthyloxy, benzoyl, phenoxycarbonyl, benzoyloxy, benzoylamino, 
phenylthio, phenoxycarbonylamino, arylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, amino wherein the nitrogen atom may be indepmdently 
mono or di-substituted by CI -3 alkyl or phenyl, 

or Rc is halogen, hydroxy, 0x0, carboxy or cyano, Rc may be further optionally 
substituted by one or more R^; 

Rd is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, 0x0 or cyano; 

Rs is hydrogen, Cl-5 alkyl, Cl-3 alkoxyCl-3 alkyl, benzyl or phenethyl; 
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R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
moipholinyl, thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, betizofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quioazolinyl and quinoxalinyl, phenyl, naphthyl 
or cyano, wherein R9 is optionally substituted by one or more R©;. 

Re is selected from Cl-5 alkyl, C3-7 cycloalkyl, phenyl, naphthyl, aroyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, moiphoUnyl, 
thiomorphoUnyl, piperazinyl and indolinyl; heteroaryl selected from friranyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyi, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, Cl-5 
alkoxy, aryloxy, aroyl, arylCl-Salkoxy, heteroarylCl-Salkoxy, Cl-5 
alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, aroyioxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, aryl, heterocyclyl selected from piperidinyl, morpholinyl and piperazinyl or 
heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkanoylamino, aroylamino, Cl- 
5 alkylthio wherein the sulfiir atom may be oxidized to a sulfoxide or sulfone, 
arylthio wherein the sulfur atom may be oxidized to a sulfoxide or sulfone, 
arylCl-5 alkylthio wherein the sulfin: atom may be oxidized to a sulfoxide or 
sulfone, ureido wherein either nitrogen atom may be independently substituted by 
Cl-5 alkyl, aryl, heterocyclyl selected fix)m piperidinyl, morpholinyl and 
piperazinyl or heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, hydroxy. 
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0X0, nitro, carboxy and cyano. Re may be further optionally substituted by one or 
more Rg 

Rf is selected 6om Cl-5 alkyl, C3-7 cycloalkyl, phenyl optionally 
substituted by one or more groups selected from halogen, methyl or 
methoxy, naphthyl optionally substituted by one or more groups selected 
firom halogen, methyl or methoxy, heterocyclyl selected from pyrrolidinyl, 
piperidinyl, morpholinyl, thiomoipholinyl, piperazinyl and indolinyl; 
heteroaryl selected from fijranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, Cl-5 alkoxy, aryloxy, 
aiylCl-Salkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 
alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 aliyl, aryl, heterocyclyl 
selected from piperidinyl, morpholinyl and piperazinyl or heteroaryl 
selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkanoylamino, 
aroylamino, Cl-5 alkylfhio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by CI -5 alkyl, aryl, heterocyclyl selected from 
piperidinyl, morpholinyl and piperazinyl or heteroaryl selected from 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl and isoquinolinyl, Cl-5 alkoxycarbonylamino, 
aryloxycarbonylamino, Cl-5 alkylcarbamoyloxy, arylcaibamoyloxy, Cl-5 
alkylsulfonylanuno, arylsulfonylamino, Cl-5 alkylaminosulfonyl, 
arylaminosulfonyl, amino wherein the nitrogen atom may be 
indq}endently mono or di-substituted by Cl-5 aDq^l, aryl, heterocyclyl 
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selected from pyrrolidinyl, piperidinyl, moipholinyl and piperazinyl or 
heteroaiyl selected from fiiranyl, thienyl, pynolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazoljd, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, 
hydroxy, oxo, carboxy and cyano; 

or R5 and R9 together with the carbon they are attached ft>rm a 3 to 7-membered 
monocyclic carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more Rg; 

Kg is selected from Cl-5 alkyl, phenyl, naphthyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-3alkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono 
or di-substituted with a group selected from Cl-S alkyl, C3-6 cycloalkyl, phenyl, 
naphthyl, arylCl-3alkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
moipholinyl and piperazinyl or het^aryl selected from furanyl, thienyl, pynrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl and isoqiunolinyl, halogen, hydroxy, carboxy 
and cyano. 

In yet a further embodiment of the invention, there are provided novel compounds of the 
formulas (la) or (lb) as described immediately above, and wherein: 

Ri and R^ of the formula (la) or Formula (lb) form: 

a bicychc ring having one 5-6 membered aromatic or nonaromatic heterocyclic ring 
fused to a phenyl or S-6 membered aromatic or nonaromatic heterocyclic ring; 

a tricyclic ring having one 5-6 membered aromatic or nonaromatic heterocyclic ring 
fused to a 6-memb^ed aromatic or nonaromatic carbocyclic ring which in turn is fused to 
a 5-6 membered aromatic or nonaromatic heterocyclic ring; 



25 



wo 03/029200 



PCTAJS02/30644 



wherein each ring is optionally indqsendmtly substituted by one or two R?. 

R3 is a bond, CI -10 alkyl wherein one or more carbon atoms are optionally rq)laced by 
O, S or N, or R3 is C2-4alkylene, C5-6 cycloalkyl, heterocyclylCl-2 alkyl wherein the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, moipholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3,2.1]octane, silinane, piperazinyl, tetrahydrofiiranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, indanyl, bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, 
bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, spiroC8-10 
cycloalkyl, cubanyl, l,2,3,4-tetrahydn)naphthyl, thienyl, oxazolyl, thiazolyl, 
indolyl, benzofuranyl, benzothienyl, benzthiazolyl, phenoxy, benzoyl, 
phenoxycarbonyl, benzoyloxy, benzoylamino, ph^ylthio, 
phenoxycarbonylanaino, phenylcarbamoyloxy, phenylsulfonylamino, 
phenylanunosulfonyl, amino wherein the nitrogen atom may be independently 
mono or di-substituted by methyl, ethyl or phenyl, 

or Rc is fluoro, chloro or 0x0, Rc may be further optionally substituted by one or 
more R^; 

Rd is methyl, cyclopropyl, ph^yl, methoxy, fluoro, chloro or 0x0; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N, C3-6 cycloalkyl, phenyl or cyano, wherein R9 is optionally substituted by 
one or more Rc; 

Rc is selected from Cl-3 alkyl, C3-6 cycloalkyl, ph^yl, naphthyl, aroyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thio 
moipholinyl and piperazinyl; heteroaiyl selected from fiiranyl, thienyl, pyrrolyl. 
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oxazolyl, thiazolyl, imidazolyl, pyridinyl, indolyl, benzofuranyl, benzothienyl, 
benzdmidazolyl, bmztihiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkoxy, 
aryloxy, aroyl, arylCl-3alkoxy, heteroarylCl-Salkoxy, Cl-5 alkoxycaibonyl, 
aryloxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-5 alkyl, phenylor 
heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl and indolyl> Cl-5 alkanoylamino, aroylamino, CI -3 alkylthio wherein 
the sulfur atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the 
sulfur atom may be oxidized to a sulfoxide or sulfone, arylCl -3 alkylthio wherein 
the sulfur atom may be oxidized to a sulfoxide or sulfone, lu-eido wherein either 
nitrogen atom may be independently substituted by Cl-5 aUcyl or phenyl, Cl-5 
alkoxycarbonylamino, Cl-5 alkylsulfonylamino, arylsulfonylamino, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, phenyl, naphthyl, heterocyclyl selected from piperidinyl, morpholinyl and 
piperazinyl or heteroaryl selected firom furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, indolyl, halogen, hydroxy, oxo, nitro, carboxy 
and cyano. Re may be further optionally substituted by one or more Rf; 

Rf is selected from Cl-3 alkyl, C5-6 cycloalkyl, phenyl optionally 
substituted by one or more groups selected from halogen or mefliyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl and 
pipera2iQyl, heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl and indolyl, Cl-5 
alkoxy, aryloxy, arylCl-3alkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl or aryl, Cl-5 
alkanoylamino, aroylamino, Cl-5 alkylthio wh^ein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, aiylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein eifher nitrogen atom 
may be independently substituted by Cl-5 alkyl or aryl, Cl-5 
alkoxycaibonylamino, aiyloxycarbonyiamino, Cl-5 alkylcarbamoyloxy. 
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arylcarbamoyloxy, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
alkylaniinosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-5 alkyl or aryl, 
halogen, hydroxy, oxo, carboxy and cyano; 



or R5 and R9 together with the carbon they are attached form a carbocychc ring selected 
fix)m : 



each carbocyclic ring being optionally benzofused and optionally substituted with one or 



Rg is selected from Cl-5 alkyl, phenyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, arylCl- 
3alkoxycarbonyl, carbamoyl wherdn the nitrogen atom may be optionally mono or di- 
substituted with Cl-5 dSkyU C3-6 cycloalkyl, phenyl, n^hthyl or arylCl-Salkyl; 
halogen, hydroxy, carboxy and cyano. 

In yet still a further embodiment of the invention, there are provided novel compounds of 
the formula (la) as described immediately above, and wherein: 

Ri and R^ of the formula (la) form: 

flie bicyclic ring: 




, more Rg; 
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; wherein W is -S(0)„-, >C(0), -0-C(OK -S-C(0)- or -NH-C(0)-, n is 0, 1 
or 2, fused ring A is selected from phenyl, morpholinyl, pyridinyl, pyrimidinyl, pyiazinyl, 
piperidinyl, pyrazolyl, pyirolyl, pyrrolidinyl, imidazolyl, oxazolyl, fhienyl, furanyl and 
thiazinyl and wherein each ring is optionally independently substituted by one or two R7. 



or the tricyclic ring: 




wherein W is -S(0)n-, >C(0), -O-C(O)-, -S-C(O)- or -NH-C(0)-, n is 0, 1 or 2, fused ring 
B is selected from phenyl, morpholinyl, pyridinyl, pyrimidinyl, pyrazinyl, piperidinyl, 
pyrazolyl, pyrrolyl, pyrroUdinyl, imidazolyl, oxazolyl, thienyl, furanyl and thiazinyl and 
wherein each ring is optionally independently substituted by one or two R7. 

R3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, Cl-5 alkoxyCl-5 
alkyl, Cl-5 alkoxycarbonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 aIkyIsulfinylCl-5 
alkyl, Cl-5 alkylsulfonylCl-5 alkyl, aminoCl-5 alkyl, mono or di-alkylaminoCl-5 alkyl, 
mono or di-alkylamidoCl-5 alkyl, cyclohexyl, heterocyclylCl-2 alkyl wherein the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3,2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or n^hthylmetfayl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is cyclohexyl, cyclopCTtyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.L0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiro[2.5] octanyl, spiro[3.5] nonyl, spiro[4.5] decanyl, 
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cubanyl, 1^,3,4-tetrahydronaphthyl, phenoxy, benzoyl, phenoxycarbonyl, 
benzoyloxy, phenyltibio, fluoro or chloro; 



R9 is hydrogen, Cl-5 alkyl, Cl-5 alkylene, Cl-5 alkoxyCl-5 alkyl, Cl-5 
alkoxycarbonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 alkylsulfinylCl-5 alkyl, Cl-5 
alkylsulfonylCl-S alkyl, aminoCl-5 alkyl, mono or di-Cl-5alkylaniinoCl-5 alkyl, mono 
or di-Cl-5 alkylamidoCl-S alkyl, phenyl, furanyl, thienyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
the formula R«; 



Re is selected from CI -3 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, benzoyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, piperidinyl, piperazinyl, 
morpholinyl, thiomoipholinyl, indolyl, halogen, hydroxy, 0x0, carboxy and 
cyano, Re may be further optionally substituted by one or more Rf; 



Rf is selected fiom CI -3 alkyl, phenyl optionally substituted by one or 
more groups selected from halogen and methyl, heterocyclyl selected fiom 
piperidinyl, morpholinyl and piperazinyl; heteroaryl selected from furanyl, 
thienyl, pyrrolyl and pyridinyl, Cl-3 alkoxy, aryloxy, benzoyl, benzyloxy, 
Cl-5 alkoxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the 
nitrogen atom may be independentiy mono or di-substituted by Cl-5 alkyl 
or phenyl, Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the 
sulfur atom may be oxidized to a sulfoxide or sulfone, ureido wherein 
either nitrogen atom may be independently substituted by Cl-5 alkyl or 
phenyl, Cl-5 alkoxycarbonylanmio, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-3 alkylsulfonylamino, arylsulfonylamino, Cl-3 
alkylaminosulfonyl, arylaminosulfonyl, amino wh^ein the nitrogen atom 
may be independentiy mono or di-substituted by Cl-3 alkyl or phenyl, 
halogen, hydroxy, 0x0, nitro, carboxy and cyano; 
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Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, phenoxyoxycarbonyl, 
benzyloxy, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 alkyl, phenyl and benzyl, halogen, hydroxy, 
carboxy and C3rano. 

5 

In a frirfher embodiment of the invention, there are provided novel conqsounds of the 
. formulas (la) as described immediately above, and wherein: 

10 Ri and of the formula (la) form the bicyclic ring selected from: 




15 

or Ri and R^ of the formula (la) form the tricyclic ring selected from: 
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wherein each ring is optionally independently substituted by one or two R?; 



R3 is methyl, efliyl, n-propyl, propenyU butenyl, i-butenyl, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycaibonylCl-3 alkyl, Cl-3 alkylthioCl-3 aJkyl, Cl-3 alkylsulfinylCl-3 alkyl, Cl-3 
alkylsulfbnylCl-3 alkyl, aminoCl-3 alkyl, mono or di-Cl-3 alkylaniinoCl-3 alkyl, mono 
or di-Cl-3 alkylamidoCl-3 alkyl, heterocyclylCl-2 alkyl wherein the heterocyclic moiety 
is selected from pyrroUdinyl, piperidinyl, morpholinyl, thiomoipholinyl, 8-aza- 
bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofiiranyl, tetrahydiopyranyl, 
tetrahydrothiopyranyl and indolyl, benzyl or naphthyhnethyl wherein R3 is optionally 
substituted by one to two Rc; 

Rc is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
spiro[2.5] octanyl, spiro[3.5] nonyl, spiro[4.5] decanyl, fluoro or chloro; 

R9 is hydrogen, Cl-4 alkyl, Cl-5 alkylene, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycarbonylCl-3 alkyl, Cl-3 alkylthioCl-3 alkyl, Cl-3 alkylsulfinylCl-3 alkyl, Cl-3 
alkylsulfonylCl-3 alkyl, aminoCl-3 alkyl, mono or di-Cl-3 alkylaminoCl-3 alkyl, mono 
or di-Cl-3 alkylamidoCl-3 alkyl, pheayl, furanyl, thienyl, thiazolyl, imidazolyl. 
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pyridinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
the formula Rc; 

Rc is selected firom methyl, C3-6 cycloalkyl, phenyl, benzoyl, naphthyl, furanyl, 
thimyl, thiazolyl, imidazolyl, pyridinyl, piperidinyl, piperazinyl, moipholinyl, 
thiomorpholinyl, indolyl, halogen, hydroxy, carboxy and cyano, Rc may be fbrther 
optionally substituted by one or more Rf;. 



Rf is selected from CI -3 alkyl, phenyl or phenylsulfonyl each optionally 
substituted by one or more groups selected from halogen or methyl, CI -3 
alkoxy, aryloxy, benzoyl, benzyloxy, CI -3 alkoxycarbonyl, carbamoyl 
wherein the nitrogen atom may be independentiy mono or di-substituted 
by CI -3 alkyl or phenyl, CI -5 alkanoylamino, aroylamino, amino wherein 
the nitrogen atom may be independentiy mono or di-substituted by Cl-3 
alkyl or ph^yl, halogen, hydroxy, 0x0, nitro, caiboxy and cyano; 



and 

Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, benzyloxy and carboxy. 



In another CT3.bodiment of the invention, there are provided novel compounds of the 
formulas (la) or 1(b) as described for the broadest generic aspect above and wherein: 

Ri and R^ remain acyclic: 



Ri is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, ftiranyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl. 
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indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein Ri is optionally substituted by one or more Ra; 

is a bond, Cl-3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independenfly mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrohdinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more R^,; 

Rb is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
benzyloxy, fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, 
nitro orcarboxamide; 

R2 is hydrogen or methyl or ethyl; 

R3 is a bond, hydrogeu, Cl-10 alkyl wherein one or more carbon atoms are optionally 
replaced by O, S orN, or R3 is C2-5alkylene, C3-7 cycloalkyl, heterocyclylCl-5 alkyl 
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wherein the heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, indoliayl, furanyl, 
tetrahydrofuranyU pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyriinidinyl, pyrazinyl and indolyl, 
arylCl-3alkyl or aryl wherein R3 is optionally substituted by one or more Rc; 

Ro is C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.Ll]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzolhienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, aryloxy, aroyl, aryloxycarbonyl, ^royloxy, 
or Rc is aioylamino, arylthio, aryloxycarbonylamino, arylcaibamoyloxy, 
arylsulfonylamino, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, fiiranyi, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R<3; 
Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-4 alkyl, Cl-5 alkoxy, aryloxy, 
arylCl-5alkoxy, aroyl, halogen, hydroxy, 0x0 or cyano; 

R4 is hydrogen or methyl; 

R9 is hydrog^ Cl-12 alkyl wherein one or more carbon atoms are optionally rqplaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, pipoidinyl. 
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moipholinyl, fhiomorpholinyl, piperazinyl and indolinyl, heteroaryl selected &om 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, 
isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, fhiadiazolyl, pyridinyl, pyridazinyl, 
pyrinudinyl, pyrazinyl, indolyl, isoindolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, quinazplinyl, quinoxalinyl, carbazolyl, 
phenothiazinyl and phenoxazinyl, aryl or cyano, wherein R9 is optionally substituted by 
one or more R^; 



Re is selected from CI -8 alkyl, C3-7 cycloalkyl, aryl, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomoipholinyl, piperazinyl and 
indolinyl; heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and 
phenoxazinyl, halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino and 
guanidino. Re may be further optionally substituted by one or more Rg 



Rf is selected &om Cl-8 alkyl, C3-7 cycloalkyl, aryl optionally substituted 
by one or more groups selected from halogen, methyl or methoxy, 
heterocyclyl selected from pyrroUdinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, 
pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, caibazolyl, 
phenothiazinyl and phenoxazinyl, Cl-8 alkoxy, aryloxy, aroyl, arylCl- 
Salkoxy, Cl-8 alkoxycarbonyl, aryloxycarbonyl, Cl-8 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogCT atom may be independently 
mono or di-substituted by Cl-8 alkyl, aryl, heterocyclyl selected from 
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pyrrolidinyl, pipeiidinyl, morpholinyl, thiomorpholinyl, pip^razinyl and 
indolinyl, or heteroaryl selected from fiiranyl, thimyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyi, isoxazolyl, isothiazolyl, oxadiazolyl, 
triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, 
pyrazinyl, indolyl, isoindolyl, benzofuranyl, benzothienyl, benziinidazolyl, 
benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, CI -8 
alkanoylamino, aroylamino, Cl-8 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by alkyl, aryl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, pip^azinyl 
and indolinyl, or heteroaryl selected from fiiranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyi, isoxazolyl, isothiazolyl, 
oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzfhiazolyl, purinyl, quinolinyl, isoquinoUnyl, 
qiiinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, 
alkoxycarbonylanuno, aryloxycarbonylamino, alkylcarbamoyloxy, 
arylcarbamoyloxy, alkylsulfonylanuno^ arylsulfonylamino, 
alkylaminosulfonyl, arylaminosulfonyl, anuno wherein the nitrogen atom 
may be independently mono or di-substituted by alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from finanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyi, isoxazolyl, 
isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isomdolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, caibazolyl, phenothiazinyl and 
phenoxazinyl, halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino and 
guanidino; 
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or Rs and R9 together with the carbon they are attached form a 3 to 7-inembered 
monocyclic carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofiised and optionally substituted with one or 
more Rgj 

Rg is selected fibom Cl-8 alkyl, aryl, Cl-8 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-Salkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally 
mono or di-substituted with a group selected from Cl-8 alkyl, C3-7 cycloalkyl, 
aryl, arylCl-Salkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indoUnyl, or heteroaryl selected 
from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofiiranyl, 
benzotbienyl, b^izimidazoljl, benztfaiazolyl, purinyl, quinolinyl, isoquinolinyl, 
quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, halogen, 
hydroxy, carboxy and cyano; 

R6is 

hydroxy, nitrile or 

a Cl-5 saturated or unsaturated branched or unbranched alkyl optionally partially or ftdly 
halogenated wherein one or more C atoms are optionally replaced by O, NH, or S(0)2 
and wherein said chain is optionally independently substituted with 1-2 0x0 groups, - 
NH2, one or more Cl-4 alkyl, C3-6 cycloalkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, iudolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolin^, 
quinazolinyl, benzoxazolyl or qiiinoxalinyl; 

Rs is hydrogen, Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, benzyloxy each 
of tihe afor^entioned are optionally halogenated or hydroxy; 
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and 
XisO. 

In another embodiment of the invention, there are provided novel compounds of the 
formula (la) or (lb) as described irmnediately above, and wherein: 

Ri is a bond, methyl^ ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphfhyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, fhiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein Ri is optionally substituted by one or more Ra; 

Ra is a bond, methyl, ethyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycaibonyl, phenoxycaibonyl, benzoyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Ra is acetylanoino, benzoylamino, methylthio, phenylthio wherein the sulfur 

atom may be oxidized to a sulfoxide or sulfone, urddo wherein either nitrogen 

atom may be independently substituted by methyl, ethyl or phenyl, 

or Ra is methoxycarbonylamino, phenoxycarbonylamino, methylcaibamoyloxy, 

phenylcarbamoyloxy, methylsulfonylanaino, phenylsulfonylamino, 

methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 

may be independently mono or di-substituted by methyl or phenyl, 

or Ra is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 

carboxamide, Ra may be further optionally substituted by one or more Rb; 

Rb is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloFo, hydroxy, oxo, caiboxy or carboxamide; 
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R3 is a bond, hydrogen, Cl-10 alkyl wherein one or more carbon atoms are optionally 
replaced by O, S or N, or R3 is C2-5alkylene, C4-6 cycloalkyl, heterocyclylCl-5 alkyl 
wherein the heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazmyl, tetrahydrofiiranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, or arylCl-2aIkyl wherein R3 is 
optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, phenyl, naphthyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1^3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
indoUnyl, furanyl, tetrahydrofiiranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzQiiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, phenoxy, ns^hthyloxy, benzojd, 
phenoxycarbonyl, benzoyloxy, benzoylamino, phmylthio, aryloxycarbonylamino, 
arylcarbamoyloxy, arylsulfonylamino, arylaminosulfonyl, amino wherein the 
nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl or aryl, 
or Rc is halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R^; 

R<j is Cl-3 alkyl, C3-6 cycloalkyl, phenyl, benzyl, Cl-3 alkoxy, phenoxy, 
phenylCl-Salkoxy, benzoyl, halogen, hydroxy, 0x0 or cyano; 

R5 is hydrogen, Cl-8 alkyl, Cl-3 alkoxyCl-3 alkyl, Cl-8 alkoxy, Cl-5phenyl or Cl- 
Sn^hthyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
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furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzotbienyl, benziinidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, aryl or cyano, 
wherein R9 is optionally substituted by one or more Rej 



Re is selected from Cl-5 alkyl, C3-7 cycloalkyl, aryl, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomoipholinyl, piperazinyl and 
indolinyl; heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzoftiranyl, benzotbienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, 0x0, carboxy, 
cyano, nitro, amidino and guanidino. Re may be furlher optionally substituted by 
one or more Rf; 



Rf is selected from Cl-5 alkyl, C3-7 cycloalkyl, aryl optionally substituted 
by one or more groins selected from halogen, methyl or methoxy, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl and indolinyl, heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, 
benzotbienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl and quinoxalinyl, Cl-5 alkoxy, aryloxy, aroyl, arylCl- 
Salkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl selected from 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolmyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidin^, 
pyrazinyl, indol^d, benzofiiranyl, benzotbienyl, benzimidazolyl, 
benzthiazolyl, quinoUnyl, isoquinolinyl, quinazolinyl and quinoxalinyl, 
Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
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may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -5 alkyl, aryl, heterocyclyl 
selected frompyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from fiiranyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and 
quinoxalinyl, CI -5 alkoxycaibonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 aUcylaminosulfonyl, arylanoinosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted 
by Cl-5 alkyl, aryl, heterocyclyl selected from pycrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl, or heteroaryl 
selected from fiffanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzotiiienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, amidino and guanidino; 

or Rs and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofiised and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-5 alkyl, aryl, Cl-5 alkoxycaibonyl, aryloxycarbonyl, arylCl- 
Salkoxycaibonyl, caifoamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 dSkyU C3-7 cycloalkyl, aryl, arylCl-5alkyl, 
heterocyclyl selected from pyirolidinyl, piperidinyl, morpholinyl, thiomoipholinyl, 
piperazinyl and indohnyl, or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl. 
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benzofiiranyl, benzothienyl» benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl and quinoxalinyl, halogen, hydroxy, carboxy and cyano; 

nitrileor 

a Cl-5 saturated or unsaturated branched or unbranched alkyl optionally partially or fidly 
halogenated wherein one or more C atoms are optionally replaced by O, NH, or S(0)2 
and wherein said chain is optionally independently substituted with oxo, -NH2, C3-6 
cycloalkyl, piperidinyl, moipholinyl, thiomoipholinyl, pip^azinyl, pyridinyl, pyrimidinyl 
or pyrazinyl; and 

R« is hydrogen, Cl-3 alkyl, C3-6 cycloalkyl, phenyl, Cl-3 alkoxy, benzyloxy each of the 
aforementioned are optionally halogenated or hydroxy. 

In yet another embodiment of fhe invention, there are provided novel compounds of the 
formula (la) or formula (lb) as described immediately above, and wherein: 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, cyclopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidinyl, piperidinyl, moipholinyl, thiomoipholinyl, piperazinyl, 
fiiranyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein Ri is 
optionally substituted by one or more Ra; 

Ra is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or Re is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido whorein either nitrogen atom may be 
independently substituted by methyl or phrayl. 
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or Ra is methoxycaibonylainiiio, methylcarbamoyloxy, phenylcarbamoyloxy, 
mefhylsiilfonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Ra is fluoro, chloro, hydroxy, oxo, carboxy, cyano or carboxamide; 

R3 is a bond, Cl-10 alkyl wherein one or more carbon atoms are optionally replaced by 
0, S or N, or R3 is C2-4alkylene, C5-6 cycloalkyl, heterocyclylCl-3 alkyl wherein the 
heterocycUc moiety is selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofiiranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, phenyl, naphthyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2,2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, furanyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofiiranyl, benzothienyl, benzthiazolyl, 
phenoxy, naphthyloxy, benzoyl, phenoxycarbonyl, benzoyloxy, benzoylamino, 
phenylthio, phenoxycarbonylamino, arylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, amino wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-3 alkyl or phenyl, 

or Rc is halogen, hydroxy, 0x0, caiboxy or cyano, Rc may be further optionally 
substituted by one or more R^; 

R^ is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phoaoxy, 
benzyloxy, benzoyl, fluoro, chloro, 0x0 or cyano; 

R5 is hydrogen, Cl-5 allqrl, Cl-3 alkoxyCl-3 alkyl, brazyl or phenethyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally rq>laced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl. 
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moipholinyl, thiomoipholinyl, piperazinyl and indolinyl; heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benziinidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, phenyl, naphthyl 
or cyano, wherein R9 is optionally substituted by one or more R©;. 

is selected from CI -5 alkyl, C3-7 cycloalkyl, phenyl, naphthyl, aroyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, moipholinyl, 
thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from fiiranyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzoftiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, CI -5 
alkoxy, aryloxy, aroyl, arylCl-Salkoxy, heteroarylCl-Salkoxy, Cl-5 
alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, aryl, heterocyclyl selected from piperidinyl, moipholinyi and piperazinyl or 
heteroaryl selected from ftiranyl, thienyl, pyrrolyl, oxazolyl, fliiazolyl, 
imidazolyl, pyridinyl, indolyl, benzofuranyl, benzothioiyl, benzimidazolyl, 
benzthiazoljd, quinolinyl and isoquinolinyl, Cl-5 aDcanoylamino, aroylamino, Cl- 
5 alkylthio wherein the sulfur atom may be oxidized to a sulfoxide or sulfone, 
arylthio wherein the sulfur atom may be oxidized to a sulfoxide or sulfone, 
arylCl-5 alkylthio wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, ureido wherein either nitrogen atom may be independentiy substituted by 
Cl-5 alkyl, aryl, heterocyclyl selected from piperidinyl, morpholinyl and 
piperazinyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
* thiazolyl, imidazolyl, pyridinyl, indolyl, brazofuranyl, benzothienyl, 

b en zim id azolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, hydroxy, 
0x0, nitro, carboxy and cyano, Rc may be further optionally substituted by one or 
more Rf ; 
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Rf is selected from Cl-5 alkyl, C3-7 cycloalkyl, phenyl optionally 
substituted by one or more groups selected from halogen, methyl or 
methoxy, naphthyl optionally substituted by one or more groups selected 
from halogen, methyl or methoxy, heterocyclyl selected from pyrrolidinyl, 
piperidinyl, morpholinyl, tibiomoipholinyl, piperazinyl and indolinyl; 
heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinohnyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, Cl-5 alkoxy, aryloxy, 
arylCl-5alkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 
alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from piperidinyl, morpholinyl and piperazuiyl or heteroaryl 
selected from friranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkanoylamino, 
aroylamino, Cl-5 alkylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, arylthio whereia the suUur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein eith^ nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, heterocyclyl selected from 
piperidinyl, morpholinyl and piperazinyl or heteroaryl selected from 
friranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl and isoquinolinyl, Cl-5 alkoxycarbonylamino, 
aryloxycarbonylamino, Cl-5 alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 
alkylsulfonylamino, arylsulfonylamino, Cl-5 alkylaminosulfonyl, 
arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl and piperazinyl or 
heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, indolyl, bCTZofuranyl, benzothienyl. 
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benzimidazolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, 
hydroxy, oxo, carboxy and cyano; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofiised and optionally substituted with one or 
more Rg; 

Rg is selected jfrom CI -5 alkyl, phenyl, naphtiiyl, CI -5 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-3alkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono 
or di-substituted with a group selected from Cl-5 alkyl, C3-6 cycloalkyl, phenyl, 
naphthyl, arylC 1-3 alkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
moipholinyl and piperazinyl or heteroaryl selected from friranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, inudazolyl, pyridinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, hydroxy, carboxy 
and cyano; 

R6is 
nitrile or 

a Cl-5 saturated or unsaturated branched or unbranched alkyl optionally partially or frdly 
halogenated wherein one or more C atoms are optionally replaced by O, NH, or S(0)2 
and wherein said chain is optionally mdependentiy substituted with 0x0, -NH2> C3-6 
cycloalkyl, moipholinyl or piperazinyl; and 

Rg is hydrogen, CI-3 alkyl, Cl-3 alkoxy or hydroxy. 

Jn yet still another embodiment of the invention, there are provided novel compounds of 
the formulas (la) or (lb) as described immediately above, and wherein: 
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Ri is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylamino)-phenyl, 4- 
(methanesulfonylammo)-phenyl, 4-methoxypheiiyl, 3-pheaioxyphenyl, 4-chlorophenyI, 4- 
fluorophenyl, 2-fluorophenji, 2-fluoro-4-chloiophenyl, naphthyl, thienylmethyl, 
piperidinyl, moipholinyl, pyrrolidinyl, piperazmyl, furanyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or diethylamino; 

Rs is a bond, Cl-1 0 alkyl wherein one or more carbon atoms are optionally replaced by 
0, S or N, or R3 is C2-4alkylene, C5-6 cycloalkyl, heterocyclylCl-2 alkyl wherein the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morphoUnyl, 
tUomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, indanyl, bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, 
bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, spiroC8-10 
cycloalkyl, cubanyl, l,2,3,4-tetrahydn>n^hfliyl, thienyl, oxazolyl, thiazolyl, 
indolyl, benzofuranyl, benzothienyl, benzthiazolyl, phenoxy, benzoyl, 
phenoxycarbonyl, benzoyloxy, benzoylamino, phenylthio, 
phenoxycarbonylamino, phenylcarbatnoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, anuno wherein the nitrogen atom may be independently 
mono or di-substituted by methyl, ethyl or phenyl, 

or Rc is fluoro, chloro or 0x0, Rc may be ftirther optionally substituted by one or 
more Rd; 

Rd is methyl, cyclopropyl, phenyl, methoxy, fluoro, chloro or 0x0; 

R9 is hydrogen, CI- 12 alkyl wherein one or more caibon atoms are optionally replaced 
by O, S or N, C3-6 cycloalkyl, phenyl or cyano, wherein R9 is optionally substituted by 
one or more R^; 
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Re is selected from Cl-3 alkyl, C3-6 cycloalkyl, phenyl, n^hfhyl, aroyl, 
heterocyclyl selected frompynolidinyl, piperidinyl, morpholinyl, thio 
moipholinyl and piperazinyl; heteroaryl selected from fuianyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, indolyl, bmzofuranyl, benzothienyl, 
benzimidazolyl, benzfhiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkoxy, 
aryloxy, aroyl, arylCl-3alkoxy, heteroarylCl-Salkoxy, Cl-5 alkoxycarbonyl, 
aryloxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-5 alkyl, phenylor 
heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl and indolyl, Cl-5 alkanoylamino, aroylamino, Cl-3 alkylthio wherein 
the sidfur atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the 
sxilfur atom may be oxidized to a sulfoxide or sulfone, arylCl-3alkylthio wherein 
the sulfur atom may be oxidized to a sulfoxide or sulfone, ureido wherein either 
nitrogen atom may be independently substituted by Cl-5 alkyl or phenyl, Cl-5 
alkoxycarbonylammo, Cl-5 alkylsulfonylamino, arylsulfonylamino, amino 
wherein the nitrogen atom may be indq)endently mono or di-substituted by Cl-5 
alkyl, phenyl, n£?)hthyl, heterocyclyl selected from pipeiidinyl, moipholinyl and 
piperazinyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, nnidazolyl, pyridinyl, indolyl, halogen, hydroxy, oxo, nitre, carboxy 
and cyano, may be fiirthCT optionally substituted by one or more Rf; 

Rf is selected from Cl-3 alkyl, C5-6 cycloalkyl, phenyl optionally 
substituted by one or more groups selected from halogen or methyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl and 
piperazinyl, heteroaryl selected from fiuranjd, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl and indolyl, Cl-5 
alkoxy, aryloxy, arylCl-3aIkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherem the nitrogen atom maybe 
independently mono or di-substituted by Cl-5 alkyl or aryl, Cl-5 
alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
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be oxidized to a sulfoxide or sulfone, ureido wherem either nitrogen atom 
may be independently substituted by Cl-5 alkyl or aryl, Cl-5 
alkoxycaibonylamino, aryloxycarbonylamino, Cl-5 alkylcaibamoyloxy, 
arylcaibamoyloxy, Cl-5 alkylsulfonylamino, arylsulfonylamiDO, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-5 alkyl or aryl, 
halogen, hydroxy, oxo, carboxy and cyano; 



or R5 and R9 together with the carbon they are attached form a carbocyclic ring selected 
from: 



each carbocyclic ring being optionally benzofused and optionally substituted with one or 
more Rg; 

Kg is selected from Cl-5 alkyl, phenyl, Cl-5 alkoxycaibonyl, aryloxycaibonyl, arylCl- 
3a]koxycarbonyl, carbamoyl wherein flie nitrogen atom maybe optionally mono or di- 
substituted with Cl-5 alkyl, C3-6 cycloalkyl, phenyl, naphthyl or arylCl-3alkyl; 
halogen, hydroxy, carboxy and cyano; 

Re is C3-6 cycloalkyloxycarbonyl, acetyl, Cl-3alkylaminocarbonyl or CI- 
3a]koxycarbonyl; and 

R« is hydrogen, Cl-3 alkyl or Cl-3 alkoxy. 
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In yet a ftrther embodiment of the invention, there are provided novel compounds of the 
formulas (la) or (lb) as described immediately above, and wherdn: 

Ri is morpholin-4-yI, p-fluorophenyl or p-methoxyphenyl; 

R3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, Cl-S alkoxyCl-5 
alkyl, Cl-5 alkoxycarbonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 alkylsulfinylCl-5 
alkyl, Cl-5 alkylsulfonylCl-5 alkyl, aminoCl-5 alkyl, mono or di-alkylaminoCl-5 alkyl, 
mono or di-alkylamidoCl-5 alkyl, cyclohexyl, heterocyclylCl-2 alkyl wherein the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyU morpholinyl, 
thiomorpholinyl, 8-az;a-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydroiiiranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthyhnethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is cyclohexyl, cyclopentyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiro[2.5] octanyl, spiro[3.5] nonyl, spiro[4.5] decanyl, 
cubanyl, 1,2,3 ,4-tetrahydronaphthyl, phenoxy, benzoyl, phenoxycarbonyl, 
benzoyloxy, phenylthio, fluoro or chloro; 

R9 is hydrogen, Cl-5 alkyl, Cl-5 alkylene, Cl-5 alkoxyCl-5 alkyl, Cl-5 
alkoxycaibonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 alkylsulfinylCl-5 alkyl, Cl-5 
alkylsulfonylCl-5 alkyl, aminoCl-5 alkyl, mono or di-Cl-5alkylaminoCl-5 alkyl, mono 
or di-Cl-5 alkylamidoCl-5 alkyl, phenyl, furanyl, thienyl, thiazolyl, imidazolyl, 
pyiidinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
the formula Re; 

Re is selected from Cl-3 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, benzoyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pipmdinyl, piperazinyl, 
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morpholinyl, thiomoipholinyl, indolyl, halogen, hydroxy, oxo, carboxy and 
cyano, R« may be further optionally substituted by one or more Rg 

Rf is selected from Cl-3 alkyl, phenyl optionally substituted by one or 
more groups selected from halogen and methyl, heterocyclyl selected from 
piperidinyl, moipholinyl and piperazinyl; heteroaryl selected from fturanyl, 
thienyl, pyrrolyl and pyridinyl, Cl-3 alkoxy, aryloxy, benzoyl, benzyloxy, 
Cl-5 alkoxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl 
or phenyl, Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the 
sulftir atom may be oxidized to a sulfoxide or sulfone, ureido wherein 
either nitrogen atom may be independently substituted by Cl-5 alkyl or 
phenyl, Cl-5 alkoxycarbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcaibamoyloxy, Cl-3 alkylsulfonylamino, arylsulfonylamino, Cl-3 
alkylaminosulfonyl, aiylaminosulfonyl, amino wherein the nitrogen atom 
may be indq)endently mono or di-substituted by Cl-3 alkyl or phenyl, 
halogen, hydroxy, oxo, nitro, carboxy and cyano; 

Kg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, phenoxyoxycarbonyl, 
benzyloxy, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 alkyl, phenyl and benzyl, halogen, hydroxy, 
carboxy and cyano; 

R6 is C3-6 cycloalkyloxycarbonyl, acetyl, ethylaminocarbonyl or ethoxycarbonyl; and 
Rs is hydrogen. 

In a further embodiment of the invention, there are provided novel coiiq>ounds of the 
formulas (la) or (lb) as described immediately above, and wherein: 

R3 is methyl, ethyl, n-propjd, propenyl, butenyl, i-butenyl, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycarbonyICl-3 alkyl, Cl-3 alkylthioCl-3 alkyl, Cl-3 alkylsulfinylCl-3 alkyl, Cl-3 
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alkylsiilfonylCl-3 alkyl, aminoCl-3 alkyl, mono ordi-Cl-3 alkylaminoCl-B alkyl, mono 
or di-Cl-3 alkylamidoCl-3 alkyl, heterocyclylCl-2 alkyl wherein the heterocyclic moiety 
is selected from pyrrolidinyl, piperidinyl, moipholinyl, thiomoipholinyl, S-aza- 
bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofiiranyl, tetrahydropyranyl, 
tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein R3 is optionally 
substituted by one to two R©; 

Rc is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
spiro[2.5] octanyl, spiro[3.5] nonyl, spiro[4.5] decaayl, fluoro or chloro; 

R9 is hydrogen, Cl-4 alkyl, Cl-5 alkylene, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycarbonylCl-3 alkyl, Cl-3 alkylthioCl-3 alkyl, Cl-3 alkylsulfinylCl-3 alkyl, Cl-3 
alkylsulfonylCl-3 alkyl, aminoCl-3 alkyl, mono or di-Cl-3 alkylaininoCl-3 alkyl, mono 
or di-Cl-3 aIkylamidoCl-3 alkyl, phenyl, fiiranyl, thienyl, thiazolyl, inudazolyl, 
pyridinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
the formula Re; 

Re is selected £rom methyl, C3-6 cycloalkyl, phenyl, benzoyl, naphthyl, fiiranyl, 
thienyl, thiazolyl, imidazolyl, pyridinyl, piperidinyl, piperazinyl, moipholinyl, 
thiomoipholinyl, indolyl, halogen, hydroxy, carboxy and cyano, Re may be further 
optionally substituted by one or more Rf;. 

Rf is selected from Cl-3 alkyl, phenyl orphenylsulfonyl each optionally 
substituted by one or more groups selected from halogen or methyl, Cl-3 
alkoxy, aryloxy, benzoyl, benzyloxy, Cl-3 alkoxycaibonyl, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted 
by Cl-3 alkyl or phenyl, Cl-S alkanoylamino, aroylamino, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl or phen^, halogm, hydroxy, 0x0, nitro, caifooxy and cyano; 

Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycaibonyl, benzyloxy and carboxy. 
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Furflier compounds of Fonnula (la), made up of components A, B, and C are 
provided in Tables I & n below. Any and all combinations of A, B, and C components 
within the structural limitations of Formula (la), comprise a compound of the invention, 
5 and their phaimaceutically acceptable derivatives. For example, the compound: 



would represent the combination of A24,B32,C4. 

These compounds can be synthesized by the General schemes, methods described in the 
experimental section of this document and analogous metiiods known to those skilled in 
10 the art without imdue experimentation. Preferred compounds will possess desirable 
inhibition activity of Cathepsin S in a cell based assay as described in Riese, R.J. et al., 
Lnmunity, 1996, 4, 357-366, incorporated herein by reference. 




FORMULA (la) 



15 




'4 



aa) 



wherein for the Formula (la), the components 




20 are chosen from any combination of A, B and C as follows: 
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and the phannaceutically acceptable derivatives thereof. 

The following compounds can be synthesized by the General schemes, methods 
5 described in the experimental section of this document and analogous methods known to 
those skilled in the art without undue experimentation. Preferred compounds will possess 
desirable inhibition activity of Catiiepsin S in a cell based assay as described in Riese, 
RJ. et aL, Immunity, 1996, 4, 357-366, incorporated herein by reference. 
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({l-[(Benzyloxymethyl-cyano-methyl)K;arbamoyl]-33-dm 
4-yl-methyl)-carbamic acid ethyl ester 




5 {[Hl-C^o-3-phOTyl-propylcarbamoyl)-3,3-dm^^ 
methyll-carbainic acid ethyl ester 




10 {[l-(Cyaaomethyl-caibamoyl)-3,3-dimethyl-butylimino]-morpholin-^^ 
caibamic acid cyclohexyl ester 
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{[l-(l-Cyano-cyclopropylcarbamoyl)-3-cyclohexyl-propyli^^ 
inethyl}-caibamic acid ethyl ester 




5 {[1 -(Cyanomethyl-carbamoyl)-3,3-<limethyl-butyIiii^ 
carbamic acid tetrahydro«pyraa-4-yl ester 




{[l-(l-C^o-4-phenyl-butylcarbamoyl)-3,3-dimethyl-buty 
10 methyl} -carbamic acid ethyl ester 
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{[l-(l-Cyano-cyclopropylcarbamoyl)-3,3-dimethyl-butyli^ 
caibamic acid 2-morpholin-4-yl-ethyl ester 




5 {[l-(l-CyanoKjyclopen1ylcarbamoyl)-4,4-dimethyl-pen1yl^^ 
me11iyl}-carbaimc acid ethyl ester 




{[l~(l-Cyano-cyclopentylcarbamoyl)-3,3,4-trimethyl-pentyl^^ 
10 methyl} -carbamic acid 2-methoxy-ethyl ester 
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{[l-(l-Cyano-cyclopentylcarbamoyl)-3,3-dimetJiyl-butylimmo 
caibamic acid 2-isopropoxy-ethyl ester 




5 { [ 1 -( 1 -Cyano-cyclopentylcarb amoyl)-3 ,3 -dimethyl-bulylimino]-morpholm-4-yl-met^^ - 
caibamic acid tetrahydro-£uran-2-ylinethyl ester 




({l-[(Beiizylsulfanylmethyl"Cyano-meth>d)-carbamoyl]-^ 
10 morpholin-4-yl-methyl)-carbainic acid isobutyl ester 
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({l-[(Beiizylsiilfanylmethyl-cyano-methyl)-carbamoyl]-3,^ 
phenyl-me&yl)-carbamic acid isobutyl ester 




5 ({ 1 -[(Benzyloxymethyl-cyano-methyl)-caibamoyl]-3,3-Klm -phenyl- 
methyQ-carbamic acid isobutyl ester 
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{[Hl-Cyano-3-phenyl-pxopylcarbamoyl)-3,3-dimethyI-but^^ 
caibaimc acid efhyl ester 




{[l-(Cyanomelhyl-carbamoyl)-3,3-dimethyl-butylim 
cyclohexyl ester 




{[ 1 -(1 -Cyano-cyclopropylcarbamoyl)"3-cyclohexyl-propylimino] 
caibamic acid ethyl ester 




{[l-(Cyanomethyl-caibamoyl)-3,3-dimethyl-butyl^^ -carbamic acid 

tetrahydro-pyran-4-yl ester 
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{[l-(l-Cyano-4-phenyl-butylcaibamoyl)-3,3-dimelhyl-bu1yU^ 
carbamic acid ethyl ester 




5 {[l-(l-Cyano-cyclopropylcarbamoyl)-3,3-dimethyl-butylimino]-^^ 
carbamic acid 2-morphoiin-4-yl-ethyl ester 




{[l-(l-Cyano-cyclopentylcarbamoyl)-4,4-dimethyl-pentylimino]-pheny 
10 carbamic acid ethyl ester 
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{[l-(l-Cyano-cyclopentylcarbamoyl>3,3,4-t^ 
carbamic acid 2-methoxy-ethyl ester 




{[l-(l-Cyano-cyclopen1ylcarbamoyl)-33-dimethyl-butyl^^ 
carbamic acid 2-isopropoxy-ethyl ester 




{[l-(l-Cyano-cyclopentylcarbamoyl>3,3-dimethyl-butyl^^ 
carbamic acid tetrahydro-furan-2-ybnetiiyl ester 
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5 {[l-(Cyanomethyl-caAamoyl)-2-(4-e1hyM-methyl-c^^ 

4-yl-methyl}-carbaiiuc acid l-me11iyl-piperidm-4-ylmethyl ester 




{[l-(l-Cyano-cyclopropylcaibamoyl)-2-(4-isopropyl-4-meth^^^ 
10 moipholiQ-4-yl-metliyl}-caibamic acid l-methyl-piperidin-4-ylinethyl ester 
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{[l-(l-Cyano-cyclopentylcarbamoyl)-2-(4,4-diethyl-cyclohexyl^^^ 
4-yl-methyl}-carbaanic acid l-methyl-piperidm-4-ylmethyl ester 




5 {[1 -(Cyanomethyl-caAamoyl)-4,4-dime1iiyl-pentylinm 
carbamic acid 2-(l-methyl-piperidin-4-yl)-efliyl ester 




{[l-(l-Cyano-cyclopropylcarbamoyl)-4,4-4imethyl-hexyliim^ 
methyl}-carbamic acid 2-(l-methyl-piperidin-4-yl)-ethyl ester 

10 
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{[l-(l"Cyano-cyclopentylcarbamoyl)-3-cyclohexyl-propyl^^ 
methyl}-carbamic acid 2-(l-methyl-piperidin-4-yl)-ethyl ester 




5 {[l-(Cyanomethyl-carbamoyl)-3<l-me%l-cyclopentyl)-propyli^ 
methyl} -carbamic acid2-(4-inethyl-piperazin-l-yl)-ethyl ester 




{[l-(l-Cyaao-cyclobutylcarbamoyl>3-cyclopentyl-3-me&^^ 
10 yl-methyl}-caibainic acid 2-(4-methyl-piperazin-l-yl)-ethyl ester 
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{[l-(l-Cyano-cyclopentylcarbamoyl)-3-cyclopentyl^^^ 
mefhyl}-caibatnic acid 2-(4-methyl-pipCTazm-l-yl)-ethyl ester 




5 4^Dimethyl-2-[l-(l-methyl-piperidin-4-yl)-2-^^^ 

ylideneamino]-pentaiioic acid (l-cyanG-cyclohexyl)-amide 




iV-(l-Cyano-cyclohexyl)-3-cycloheptyl-2-[l-(l-me%l-piperi 
10 dihydro-lH-qidnazolin-4-yUdeneamino]-propioi^^ 
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iV^(l-Cyano-cyclohexyl)-3-cyclooctyl-2-{l-[2-(4-methyl-piperaz^ 
23-dihydro-lH-Kiuiiiazolin-4-ylideneaiiuno}-piop^^ 




5 2-[l<2-Dimethylamino-e%l)-2-oxo-2,3-dmydro4H-qumazolin-4-yU^ 
dimeliiyl-pentanoic acid (l-cyano-cyclopeatyl)-amide 




10 Ar-(l-Cyano-cyclopentyl)-2-[l<3-dime1hylainino-propyl)-2-oxo-23-^ 
quiMzolm-4-yUdeneammo]-3-(lA4-timethyl-<5yclohexyl)-propion^ 
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;V-Cyanomethyl-2-(4,4-dimetliyl-cyclohexyl)-2-[2-oxo4-(2-pyridm-^^ 
dihydro-lJy-<juiiiazolin-4-yUdeneamino]-acetaim 




4-Methyl-4-(l-melhyUyclopropyl)-2-[2-oxo-l-(3-pyiTOUdin-l-yl-propyl)-^ 
lfl'-quinazolin-4-yMeneamino]-pentanoic acid (l-cyano-cyclopentyl)-amide 




iVKl-Cyano-cyclopentyl)-4-(l-me1hyl-<;yclopropyl>2-[2-oxo-lK3-pip 
10 23-dihydro-lJy'Kiuinazolin-4-yUdCTeamino]-butyramide 
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{[lKl-CyanoK;yclohexylcarbamoyl)-2-cyclohexyl-ethyliinino]-morpholin-^^^ 
carbamic acid l-methyl-piperidm-4-ybnethyl ester 





{[l<l-Cyano-cyclohexylcarbamoyl>2-cyclohexyl-ethjiimino]-mo^^ 
10 carbamic acid 2-(4-methyl-piperazin-l-yl)-efliyl ester 
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{[l-(l-Cyano-cyclopentylcarbamoyl>33-dime11iyl-butyl^^ 
carbamic acid l-mettiyl-piperidin-4-ylmeliiyl ester 




[[l-(l-Cyano-cyclopen1ylcarbamoyl)-2-cycloheptyl-ethyl^^ 
methyl]-carbamic acid 2-dimethylaimno-ethyl ester 

10 




{[l-(Cyanomethyl-carbamoyl)-2-cyclooctyl-ethylimino]-moipto 
carbamic acid 3-dimefhylainino-propyl ester 
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{[l-(Cyanomethyl-caitamoyl)-3,3A4-tetramethyl-pentylixnino]-m^ 
inethyl}-carbaimc acid 2-pyridin-4-yl-ethiyi ester 




O J. 




o 

5 {[l.(l-Cyano-cyclopentylcarbamoyl)-33,4-trimethyl-pentylimmo]-moiph^ 
metiiyl}-carbaimc acid 3-pyrrolidin-l-yl-propyl ester 




{[l-(l-Cyano-<;yclopentylcaibanioyl)-2KlA4-trime%l-Kqrclohexyl)-eth3^^ 
10 moipholin-4-yl-methyl}-caibamic add 3-piperidin-l-yl-piopyl ester 
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5,5-Dime%l-2-[l-(l-methyl-piperidin-4-ylmethyl)-2-^^^ 
ylideneamino]-hexaiioic acid cyanomethyl-amide 




5 4ADimethyl-2-[l-(l-me&yl-piperidin-4-ylmet^^^^ 

ylideneamino]-pentanoic acid (l-cyano-cyclopropyl)-aiiiide 




iV^(l-Cyano-cyclopentyl>3-<:yclohexyl-2-[Hl-methyl-pi^ 
10 dihydio-l/f-quinazolin-4-yUdeneamino]-propionamide 
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//-(Benzylsulfanylmethyl-cyano-methyl>3<4,4siie&yl-<:ycloh 
piperidin-4-yl)-ethyl]-2H)xo-23-dihydro4/f-qiunazolm-4-ylidenean^ 




5 4-Bicyclo[2.2.1]hept4-yl-iV^(l-cyano-3-phenyl-propyl)-2-{l-[2<l-methyl-piperidm-4- 
yl)-ethyl]-2-oxo-2,3-dihydro-l//^iuna2olm-4-yUdeneammo}-butj^^ 
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4,4-Dime%l-2-{l-[2-(l-methyl-piperi(iin-4-yl)-e%^^ 
^ylideneamino}-pentanoic acid (l-cyano-cyclopentyl)-amide 




5 iV<Benzyloxymethyl-cyano-methyl>3-cyclohexyl-2 
e%l]-2-oxo-2,3-dihydro-ljFf-<iuinazolin-4-yUden^ 
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iV^(l-Cyano-cyclopropyl)-3-cyclohexyl-2-{l-[2<4-methy^ 
2,3-dihydro-lif-quinazolm-4-yUdeneammo}-pro^^ 




5 4,4-Dimethyl-2-{l-[2-(4-me%l-piperazin4-yl)-e1h^^ 

qumazolm-4-yUdeneammo}-pento acid (l-cyano-cyclopentyl>ainide 




(S>5,5-Dimethyl-2-(2-oxo-2H-benzo[e][l,3]oxazin-4-ylan^ acid (l-cyano- 

10 cyclopropyl)-ainide 
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(SH.4-Dimethyl-2-(2K)xo-2if-benzo[e][l,3]oxazin-4-ylan^ acid (1-cyano- 

cyclopropyl)-amide 




(S)-2K7-Fluoro-2-oxo-2if-beiizo[e][13]oxa2dn-4-ylaminoH^^ 
(1 -cyaiio-cyclopropyl)-aiiiide 




(S>5,5-Dimelhyl-2-(l-methyl-2-ox<>-l>dihydro-qiii^ 
(l-cyano-cyclopropyl>-amide 
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(SH>4-I^^%l-2"(l-i^ethyl-2-oxo4>dihydr^ 
(l-cyano-cycloprop5d)-amide 




(S)-4,4,5,5-Tetramethyl-2-(l-methyl-2-oxo-l^-^ydr<^^ 
acid (l-cyano-cyclopropyl)-aimde 




(S)-4,4,5,5-Tetramethyl-2-<2-oxo-2ff-benzo[e][l,3]oxazm-^^ acid (1- 

cyano-cyclopiopyl)-aimde 
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2-[{Acetyliniino-phenyl-methyl)-ainino]-N(^ 
cyclohexyl-propionamide. 




4-Methyl-2<2-^xo-2/f-benzo[e][l,3]oxa2in-4-ylamino>pe^^ acid (1-cyano- 
cyclopropyl)-amide 
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2-(7-Fluoro-2-oxo-2if-benzo[e][l,3]oxazin-4-ylamino>4-m acid (1- 

cyaiio-cyclopropyl)-amide 




7\^(Cyano-dimethyl-methyl)-3-cyclohexyl-2<2-oxo-2^^ 
propionamide 




J\r-(l-Cyano-cyclopropyl)-3-cyclohexyl-2<2K)XO-2/^^^ 
propionamide 
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iV^(l-Cyano-cyclopropyl)-3-cyclohexyl-2-(7-fluor^^ 
ylamino)-propionaniide 




WKCyano-benzyloxymethyl -methyl)-3-cyclohexyW^ 
ylamino)-propionamide 




4,4-Dimethyl-2-(2-oxo-2//^beiixo[e][l,3]oxazm-4-ylainmo acid (cyano- 

benzyloxymethyl-methyl)-amide 




2<l,l-IMoxo-i/^lA,^-benzo[d]isotMazol-3-ylammo)A4^^ acid (cyano- 

benzyloxymethyl-metbyO-amide 
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JV^(Cyano-benzyloxymethyl-methyl>3-c^^^ 
beiizo[d]iso1iuazol-3-ylamino)--propionamide 




iV^-(l-C^ano-cylopropyl)-3-cyclohexyl-2-(14-<Hoxo-i/^^ 
ylamino)'-propionamide 




iV^(Cyano-dimethyl-methyl)-3-cyclohexyl-2-^ 
ylaniino)-propioiiamide 
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2-<14-Dioxo-7/f-lX^-beiizo[f/]isothiazol-3-ylainmo)A4Hlim 
cyanomethyl-aixdde 




2-(l J-Dioxo-i/f-lX,'-benzo[d]isothiazol-3-ylamino)-4,4-dimethyl-pen^^ add (1- 
cyaiio-cycloptopyl)-amide 




2-(14-Dioxo-iH-lX^-benzo[rf]isotbiazol-3-ylanuno)-4-melJiyl-pentan acid (1-cyano- 
cyclopropyl)-aniide 
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2-(14-IMoxo-ifl^U*-b«Jzo[d]isothiazoW-ylaniino)-5,5-dime1hyl-heptan^ acid (1- 
cyano-cyclopropyl)-anude 

Li another embodiment of the invaition are compounds presented in Table 11: 



TABLE n 



1^4 j[ R5 R9 



(la) 



10 wherein for the Formula (la), the component 



R6^ 





and 



are chosen jfrom any combination of A, B and C as follows: 



15 



TABLE n 



A 




B 


R2 R3 
R4 X 


c 


R5 R9 


Al 




Bl 


H 0 


Cl 




A2 


0 


B2 




C2 
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A3 




B3 


H O 


C3 




A4 


o 


B4 


Me 

H 0 


C4 




A5 


o 


BS 




C5 


LJ ^ K.I 

6 


A6 




B6 


w 

H 0 






A7 




B7 


H 0 






A8 




B8 


H 0 








Q 


£>7 


H 0 


C9 





lOS 
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AlO 




BIO 


XT 


Pin 


O CI 


All 




Bll 


Ma 

H O 






A12 




B12 


H 0 


C12 




A14 


o 


B14 


n 

H 0 


C14 


V 






DID 


H 0 


C15 


H 


A16 




B16 


t 

H 0 


C16 
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AIT 

A17 


0 


Di / 


H 0 


C17 


H ^ 


A18 


1 


B18 


H 0 


C18 




A19 




B19 


^^-^ 

H O 






A20 




B20 


H 0 


C20 




A21 


o 


B21 


X 

H 0 


C21 




A22 




B22 


H 0 


C22 




A23 


6^ 


B23 


H 0 


C23 


t5 
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A24 




B24 


0 

H 0 


C24 




A25 




B25 


/- — I 
H 0 


C25 




A26 




B26 


H 0 


C26 




Ml 


° 111 


B27 


H 0 


C27 


CI 


A28 




HOC 


H 0 




H 

0 


A29 




B29 


H 0 


C29 




A30 




B30 


H 0 


€30 
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^N-^ o 


B31 


H 0 


C31 




A32 




B32 


rf 

H 0 


C32 




A33 


0 


B33 


H 0 


C33 


V 


A34 






H O 






A35 




B35 


S 

H 0 


C35 


0 


A36 




B35 


0 

H 0 


C36 


0 




o 

A 

6^ 


B37 


/ 
— N 

H 0 


C37 
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A38 


o 

11 


B38 


H 0 


C38 


4^Y^ 


A39 


0 

O N 


B39 


H 0 


C39 




A40 




B40 


V 

H 0 


C40 




A41 


o 

N 


B41 


H 0 




0 


A42 


M 




H O 




H 


A43 


O 


B43 


H O 


C43 


0 


A44 


0^ 


B44 


iT NH 
H 0 


C44 
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A45 


o 
li 

1 O-^N 


B45 


\ 
N — 

H 0 


C45 




A46 


^ O N 


B46 


o 

H 0 


C46 




A47 


o 


B47 


H 0 






A48 


0 


B48 


0 ^ 

H 0 


C48 


X 


A49 




B49 


H O 


C49 




A50 




B50 




C50 




A51 




B51 


H O 


C51 
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A59 


\J IM 

k 


BS9 


XX' 

H 0 


C59 




A60 


0 

O N 


B60 


H 0 


C60 




A61 


O 


B61 


H 0 


C61 




A62 


/ 

— N 0 


B62 


Xf 

H 0 


C62 




A63 




B63 


H O 


C63 




A64 


O 

6* 


B64 


H 0 


C64 


\3 
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A65 


o 
II 


B6S 


H 0 


C65 


% 


A66 


0 


B66 


H . 0 


C66 




A67 


0 


B67 


X) 

H 0 


C67 




A68 


0 
II 


B68 


_\ 
H 0 


C68 





and fbe pharmaceutically acceptable derivates fh^reoE 

The following subgeneric aspect of liie compounds of the fonnulas (la) or (lb) is 
postulated to possess Cathq>sin K activity: 

The broadest embodiment of flie formula (la) or (lb) as described herdnabove and 
wherein 



Ri is a bond, Cl-4 alkyl, Cl-4 alkoxy, cyclopropyl, cyclohexyl, phenoxy, naphfhyloxy, 
phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazdnyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benztfaienyl, benzimidazolyl. 
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benzfhiazolyl, benzoxazolyl or amino; wherein Ri is optionally substituted by one or 
more Raj 

is methyl, ethyl, propyl, i-propyl, cyclopropyl, cyclohexyl, phenyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, 
imidazolyl, methoxy, ethoxy, acetyl, acetoxy, phenoxy, naphthyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, phenoxycarbonyl, naphthyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 

or Rft is acetylamino, benzoylamdno, metiiylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ethyltiiio wherein flie sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherem either nitrogen atom may be 
mdependently substituted by meAyl, ethyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is methoxycarbonylamino, ethoxycarbonylamino, phenoxycaibonylamino, 
Cl-2 alkylcarbamoyloxy, phenylcarbamoyloxy, naphthylcarbamoyloxy, Cl-2 
alkylsulfonylamino, phenylsulfonylamino, naphthylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, naphthylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, ethyl, phenyl, naphthyl, pyrrohdinyl, piperidinyl, morpholinyl, 
thiomoipholinyl or piperazinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be fiirther optionally substituted by one or more Rb; 

Rb is methyl, ethyl, cyclopropyl, cyclohexyl, phenyl, methoxy, ethoxy, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, caiboxy, cyano, 
nitro or carboxamide; 

R2 is hydrogen or mettiyl; 
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R3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, cyclohexyl, benzyl or naphthyhnethyl wherein R3 is optionally substituted by 
one or more Rc; 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, naphthyl, 
bicyclo[3.L0]hexanyl,bicyclo[l.l.l]pentanyl, cubanyl, furanyl, 
tetrahydropyranyl, thienyl, oxazolyl, Ihiazolyl, imidazolyl, pyrimidinyl, methoxy, 
ethoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, phenoxycarbonyl, acetoxy, 
benzoyloxy, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein tiie sulfur atom may be 
oxidized to a sulfoxide or sulfone, 

or Rc is phenoxycarbonylamino, phenylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, amino wherein the nitrogen atom may be independently 
mono or di-substituted by methyl or phenyl, 
or Rc is chloro, fluoro, hydroxy, 0x0, caiboxy or cyano; 

R2 and R3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofiiranyl, pyrrohdinyl, piperidinyl, piperazinyl, morpholinyl or 
tetrahydrothiophenyl; 

R4 is hydrogen; 

R5 is hydrogen or Cl-3alkyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N, phenyl or cyano, wherein R9 is optionally substituted by one or more R^; 
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Re is selected &om Cl-3 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, furanyl, 
tbienyl, thiazolyl, imidazolyl, pyridinyl, indolyl, halogen, hydroxy, oxo, caiboxy 
and cyano, may be further optionally substituted by one or more Rf, 

Rf is selected from Cl-3 alkyl, phenyl optionally substituted by one or 
more groups selected from halogen and methyl, heterocyclyl selected 
from piperidinyl, morpholinyl and piperazinyl; heteroaryl selected from 
ftiranyl, thienyl, pyrrolyl and pyridinyl, Cl-3 alkoxy, aryloxy, benzyloxy, 
Cl-5 alkoxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl 
or phenyl, Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the 
sulfrir atom may be oxidized to a sulfoxide or sulfone, ureido wherein 
either nitrogen atom may be mdependenfly substituted by Cl-5 alkyl or 
phenyl, Cl-5 alkoxycarbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-3 alkylsulfonylamino, arylsulfonylamino, Cl-3 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl or phenyl, 
halogen, hydroxy, oxo, carboxy and cyano; 

or R5 and R9 together with the carbon they are attached form a carbocychc ring of 3 to 5 
carbon atoms, the carbocychc ring being optionally substituted with one or more Rg; 

Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, benzyloxy, carbamoyl 
wherein the nitrogen atom may be optionally mono or di-substituted with a group 
selected from Cl-5 alkyl, phenyl and benzyl, halogen, hydroxy, carboxy and cyano. 

Preferred cathepsin K inhibitors are those as described immediately above and wherein: 

Ri is a bond, methyl, ethyl, n-propyl, i-propyl, methoxy, ethoxy, benzyloxy, cyclopropyi, 
cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, mphthyl, pyrroUdinyl, piperidmyl. 
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moipholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyriniidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, 
benzofiiranyl, benzthienyU benziinidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more Ra; 

Ra is methyl, cyclopropyl, phenyl, halogen, hydroxy, oxo, carboxy, cyano, nitro or 
carboxamide; 

R3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, benzyl or naphthylmethyl wherein R3 is optionally substituted by one or more 
Re! 

Rc is methyl, ethyl, cyclohexyl, cyclopcaityl, phenyl, furanyl, tetrahydiopyranyl, 
thienyl, oxazolyl, thiazolyl, mefhoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
or Rc is acetylamino, benzoylamino, metihiylthio, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, 
or Rc is fluoro or 0x0; 

R2 and R3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl or piperidinyl; 

R5 is hydrogen or methyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more caibon atoms are optionally replaced 
by 0, S or N, phenyl or cyano wherein R9 is optionally substituted by one or more groups 
ofthefomiulaRe; 

Rc is selected from methyl, C3-6 cycloalkyl, phenyl, ns^phthyl, fiiranyl, thienyl, 
thiazolyl, imidazolyl, pyridinyl, indolyl, halogen, hydroxy, 0x0, caiboxy and 
cyano, Rc may be frirther optionally substituted by one or more Rg. 
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Rf is selected ftom Cl-3 alkyl, phenyl optionally substituted by one or 
more groups selected from halogen or methyl, Cl-3 alkoxy, aryloxy, 
benzyloxy, Cl-3 alkoxycarbonyl, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl or phenyl, Cl- 
5 alkanoylamino, aroylamino, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl or phenyl, halogen, 
hydroxy, oxo, carboxy and cyano; 

or Rs and R9 together with the carbon they are attached form a caibocyclic ring of 3 to 5 
carbon atoms, the caibocyclic ring being optionally substituted with one or more R^ 

Rg is selected from Cl-3 eSkyl, phenyl, Cl-3 alkoxycarbonyl, benzyloxy and caiboxy. 

Most preferred cathepsin K inhibitors are those as described immediately above and 
wherein: 

Ri is methoxy, benzyloxy, cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, 
pyrroUdinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, ftiranyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazmyl, indolyl, quinolinyl, 
benzo&ranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more Ra', 

Ra is methyl, phenyl, fluoro, chloro, hydroxy, 0x0, carboxy or carboxamide; 

R3 is a bond, methyl, elhyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl or benzyl wherein R3 is optionally substituted by one or more Rc; 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, ftiranyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
acetylamino, methylthio or fluoro; 
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R2 and R3 together with flie carbon tiiey are attached optionally form a ring selected &om 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl or 
tetrahydrofiiranyl; 

R9 is hydrogen, Cl-5 alkyl, Cl-5 alkylene, Cl-5 alkoxyCl-5 alkyl, Cl-5 
alkoxycarbonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 alkylthiosulfoneCl-5 alkyl, 
Cl-5 alkylthiosulfonylCl-5 alkyl, aminoCl-5 alkyl, mono or di-Cl-5alkylaminoCl-5 
alkyl, mono or di-Cl-5 alkylamidoCl-5 alkyl or phenyl, wherein R9 is optionally 
substituted by one or more Rej 

Re is selected from C3-6 cycloalkyl, phenyl, naphthyl, thienyl, imidazolyl, 
pyridinyl, indolyl, halogen, hydroxy, carboxy and cyano. Re may be further 
optionally substituted by one or more Rg 

Rf is selected from methyl, phenyl optionally substituted by one or more 
groups selected from halogen or methjd, meflioxy, phenoxy, benzyloxy, 
methoxycarbonyl, anoino wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-3 alkyl or phenyl, halogen, hydroxy and 
carboxy; 

or R5 and R9 together with the carbon they are attached form a carbocyclic ring of 3 to 5 
carbon atoms, the carbocyclic ring being optionally substituted with one or more Rg; 

Rg is selected from phenyl, methoxycarbonyl, benzyloxycarbonyl and carboxy. 

Most preferred cathepsin K inhibitors are those as described munediately above and 
wh^ein: 
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Ri is benzyloxy, phenoxy, naphthyloxy, phenyl, naph&yl, pyrrolidinyl, piperidinyl, 
moipholinyl, thiomoipholinyl, piperazinyl, pyridinyl, indolyl, quinolinyl, benzofuranyl, 
benztfaienyl, benziimdazolyl, benzthiazolyl, benzoxazolyl or phenylamino; 

R3 is n-propyl, i-butyl, propenyl, i-butenyl or 2,2-dimethylpropyl; 

R2 and R3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, or cycloheptyl; 

R5 is hydrogen; 

Rc is selected from C5-6 cycloalkyl, phenyl, naphthyl, thienyl, indolyl, halogen, 
hydroxy, carboxy and cyano, Rf may be fiirther optionally substituted by one or 
more R^; 

Rf is selected from methyl, phenyl optionally substituted by halogen, 
methoxy, phenoxy, benzyloxy, methoxycarbonyl, halogen, hydroxy and 
carboxy; 

or R5 and R9 together with the carbon they are attached form a carbocyclic ring of 3 
carbon atoms, the carbocycUc ring being optionally substituted with one or more Rg; 

Rg is phenyl. 

Even more preferred calh^sin K inhibitors are those as described immediately above and 
wherein: 

Re is selected from CS-6 cycloalkyl, phenyl, naphthyl, indolyl, halogen and 
caiboxy, Rf may be further optionally substituted by one or more 

Rf is selected from methyl, methoxy, methoxycarbonyl, halogm and hydroxy, and 
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R5 and R9 together with the carbon they are attached form a carbocyclic ring of 3 carbon 
atoms, the caibocycUc ring being optionally substituted with one or more Rg. 

Further compounds of Formula (la), made up of components A, B, and C are provided in 
Table III below. Any and all combinations of A, B, and C components within the 
stractural limitations of Formula (la), comprise a compound of the invention preferably 
possessing CAT K activity. 

FORMULA (la) 




wherein for tibie Formula (la), the components 




are chosen from any combination of A, B and C as follows: 



TABLE m 



A 




B 


RZ R3 


c 


R5 R9 


Al 




Bl 


H 0 


CI 





122 



wo 03/029200 



PCTAJS02/30644 



A2 




B2 


I T 


C2 




A3 




B3 


I T 


C3 




A4 




B4 


H O 


C4 




A5 




B5 


H O 


C5 




A6 




B6 


H O 


C6 




A7 




B7 


n \J 


C7 




A8 




B8 


1 

H O 


C8 




A9 




B9 


H O 


C9 





123 



wo 03/029200 



PCTAJS02/30644 




wo 03/029200 



PCT/US02/30644 



A17 




B17 


H 0 


C17 




A18 




B18 


H O 


C18 


Si 


A19 




B19 


H 0 


C19 




A20 




B20 


\ 

H 0 


C20 




A21 


o 


B21 


H 0 


C21 




A22 


o 


B22 


H 0 


C22 
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A23 


o 


B23 


Q 

H 0 


C23 


1 


A24 


F o 


B24 


0'' 

H 0 


C24 




A25 


o 


B25 


H 0 


C25 




A26 


o 


B26 


H 0 


C26 




A27 




B27 


H 0 


C27 




A28 




B28 


1 II 
H 0 


C28 




A29 




B29 


H 0 


C29 




A30 


^^^^^ 


B30 


H 0 


C30 


CI 
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A31 


I 

0 O N 


B31 


H 0 


C31 






A32 


0 






C32 


c 


< 


A33 








C33 




A34 


O 

N 






C34 


? 


A35 








C35 






A36 








C36 






A37 


O 






C37 






A38 








C38 






A39 








C39 


v 


J 
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A40 


0 






C40 




A41 


0 






C41 




A42 


0 

Q N 






C42 




A43 


O 

0 N 






C43 




A44 


0 






C44 




A45 


o 






C45 


1 

CF, 


A46 








C46 




A47 


CI 






C47 
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IxrfO 


0 






C48 




A49 


O 






C49 






o 

O N 






C50 


6 


rViJ i 


q 






C51 




A52 


•^o 0 






C52 




A53 


o 










A54 








C54 
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A63 


o 
U 

F f HN^N 






C63 






A64 


I 

HN^N 






C64 




A65 








C65 






A66 


o 

n 






Coo 






A67 


O 

X 






C67 




V 


A68 








C68 




A69 


0 






C69 




f 


A70 








C70 




H 


A71 


\=sN 






C71 
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A72 








C72 














C73 




0*\_ 


\ 










C74 






I' 










C75 




OH 










C76 














C77 


c 














C78 
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C79 



C80 



C81 



C82 



C83 



C84 



C85 



C86 



C87 
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C88 
















C89 






^OH 










C90 






^OH 










C91 




V 


■) 
y 










C92 
















C93 












C94 












C95 














C96 














C97 
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C98 


V 










C99 


\ 












ClOO 




-0 










ClOl 




c 

-0 










C102 










• 


C103 






• 








C104 














C105 












C106 





and the phaimaceutically acceptable derivates (hereof 

5 
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For all the compounds disclosed in tiiis ^plication, in the event the nomenclature is in 
conflict with the structure, it shall be understood that the compound is defined by the 
structure. 

5 Any compounds of this invention containing one or more asymmetric carbon atoms may 
occur as racemates and racemic mixtures, single enantiomers, diastereomeric mixtures 
and individual diastereomers. All such isomeric forms of these compounds are expressly 
included in the present invention. Each stereogenic carbon may be in the R or S 
configuration unless otherwise specified, or a combination of configurations. 

10 

Some of the compounds can exist in more than one tautomeric form. The invention 
includes all such tautomers. 

It shall be understood by one of ordinary skill in the art that all compounds of the 
15 mvention are those which are chemically stable. 

The invention includes pharmaceutically acceptable derivatives of compounds of formula 
(la/Ib). A "pharmaceutically acceptable derivative" refers to any pharmaceutically 
acceptable acid, salt or ester of a compound of this invention, or any other compound 
20 which, upon administration to a patient, is capable of providing (directly or indirectly) a 
compoimd of this invention, a pharmacologically active metaboUte or pharmacologically 
active residue thereof. 

In addition, the compounds of this invention include prodmgs of compounds of the 
25 formula (I/Ib). Prodrugs include those compounds that, upon simple transformation, are 
modified to produce the compounds of the invmtion. Simple chemical transformations 
include hydrolysis, oxidation and reduction which occur enzymatically, metabolically or 
otherwise. Specifically, when a prodrug of Ms invration is administered to a patient, the 
prodrug may be transformed into a conq)oimd of formula (WJb) , thereby inq)arting the 
30 desired pharmacological effect 
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la order that the invention herein described may be more fully understood, the following 
detailed description is set forth. As used herein, flie following abbreviations are used: 

BOC or t-BOC is tertiary-butoxycaibonyl; 
5 t-Bu is tertiary-butyl; 

DMF is dimethylformamide; 
EtOAc is ethyl acetate; 
THF is tetrahydrofuran; 
Aris argon; 

10 EDC is l-(3-dirnethylaminopropyl)-3-ethylcarbodimide hydrochloride and 
HOBT is 1-hydroxybenzotriazole. 



Also, as used herein, each of the following tenns, used alone or in conjunction with other 
15 terms, are defined as follows (except where noted to the contrary): 

The term "alkyl" refers to a saturated aliphatic radical containing firom one to ten carbon 
atoms or a mono- or polyunsaturated aliphatic hydrocarbon radical containing from two 
to twelve carbon atoms. The mono- or polyunsaturated aliphatic hydrocarbon radical 

20 containing at least one double or triple bond, respectively. "Alkyl" refers to both 

branched and unbranched alkyl groups. Exanq)les of "alkyl" include alkyl groups which 
are straight chain alkyl groups containing from one to eight carbon atoms and branched 
alkyl groups containing &om three to eight carbon atoms. Other examples include lower 
alkyl gjcoups which are straight chain alkyl groups containing from one to six carbon 

25 atoms and branched alkyl groups containing from three to six carbon atoms. It should be 
understood that any combination term using an "alk** or "alkyl" prefix refers to analogs 
according to the above definition of "alkyl". For exaxiq>le, terms such as "alkox/', 
"alkythio" refer to alkyl groups linked to a second group via an oxygen or sulfur atom. 
"Alkanoyl" refers to an alkyl gcoup linked to a caibonyl groiq) (CO). Each alkyl or alkyl 

30 analog described herein shall be understood to be optionally partially or fiilly 
halogenated. 



137 



wo 03/029200 



PCT/US02/30644 



The tenn "cycloalkyl" refers to the cyclic analog of an alkyl group, as defined above. 
Examples of cycloalkyl groups are saturated or unsaturated nonaromatic cycloalkyl 
groups containing firom three to eight carbon atoms, and other examples include 
5 cycloalkyl groups having three to six carbon atoms. Each cycloalkyl described herein 
shall be understood to be optionally partially or fully halogenated. 

The term "aryl" refers to phenyl and naphthyl. 

10 The term **halo" refers to a halogen radical selected from fluoro, chloro, bromo or iodo. 
Representative halo groups of the invention are fluoro, chloro and bromo. 

The term *lieteroaryl" refers to a stable 5-8 membered (but preferably, 5 or 6 membered) 
monocyclic or 8-11 membered bicyclic aromatic heterocycle radical. Each heterocycle 

15 consists of carbon atoms and from 1 to 4 het^atoms chosen from nitrogen, oxygen and 
sulfur. The heterocycle may be attached by any atom of ttie cycle, which results in the 
creation of a stable structure. Examples of "heteroaryl" include radicals such as fruranyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl^ 
oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, 

20 pyrazdnyl, indolizinyl, iudolyl, isoindolyl, benzofiiranyl, benzothienyl, indazolyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl, benzoxazinyl, purinyl, quinolizinyl, 
quinoUnyl, isoquinolinyl, ciimolinyl, phthalazinyl, quinazolinyl, quinoxalinyl, 
naphthyridinyl, pteridinyl, carbazolyl, acridinyl, phenazinyl, phenothiazinyl and 
phenoxazinyl, 

25 

The term *lieterocycle" refers to a stable 4-8 membered (but preferably, 5 or 6 
membered) monocyclic or 8-1 1 membered bicyclic heterocycle radical which may be 
dther saturated or unsaturated, and is non-aromatic. Each heterocycle consists of carbon 
atoms and from 1 to 4 heteroatoms chosen from nitrogei^ oxygen and sulfur. The 
30 heterocycle may be attached by any atom of the cycle, which results in the creation of a 
stable structure. Examples of *lieterocycle" include radicals such as pyrroliuyl, 
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pyirolidinyl, pyrazolinyl, pyrazolidinyl, piperidinyl, moipholinyl, tiiiomoipholinyl, 
pyranyl, thiopyranyl, pipera2dnyl, indolinyl, azetidinyl, tetrahydiopyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, hexahydropyrimidinyl, hexahydropyridazinyl, 
l,4,5,64etrahydropyriniidin-2-ylamme, dihydro-oxazolyl, l,2-thiazmanyH,l-dioxide, 
5 l^,6-thiadiazmanyl-l,l-dioxide, isothiazolidinyl-l,l-dioxide and iinidazolidiiiyl-2,4- 
dione. 

The tenns *Tieterocycle", "heteroaryr or "aryl", when associated with another moiety, 
unless otherwise specified shall have the same meaning as given above. For example, 
10 "aroyl" refers to phenyl or naphthyl linked to a carbonyl group (C=0). 

Each aryl or heteroaryl unless otherwise specified includes it's partially or fiiUy 
hydrogenated derivative. For example, quinolinyl may include decahydroquinolinyl and 
tetrahydroquinolinyl, naphthyl may include it's hydrogenated derivatives such as 
15 tetrahydranaphtiiyl. Other partially or fuUy hydrogenated derivatives of the aryl and 

heteroaryl compounds described herein will be apparent to one of ordinary skill in the art. 

In all alkyl groups or carbon chains where one or more carbon atoms are optionally 
replaced by heteroatoms: O, S or N, it shall be understood that if N is not substituted then 

20 it is NH, it shall also be understood that the heteroatoms may replace either temiinal 
carbon atoms or internal carbon atoms within a branched or unbranched carbon chain. 
Such groups can be substituted as herein above described by groups such as oxo to result 
ia defintions such as but not limited to: alkyl, alkylene, alkoxyalkyl, alkoxycarbonylalkyl, 
alkylthioalkyl, alkylthiosulfonealkyl, alkylthiosulfonylalkyl, amino alkyl, mono or di- 

25 alkylaminoalkyl, mono or di-alkylamidoCl-5 alkyl. 

As used herein above and throughout this jqpplication, •^nitrogen" and "sulfur" include 
any oxidized form of nitrogen and sulfur and the quatemized form of any basic nitrogen. 
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GENERAL SYNTHETIC METHODS 



5 The invention also provides processes of making the present novel compounds of formula 
(la) and (lb). Compounds of the invention may be prepared by methods described below, 
those found in US applications serial nos. 09/434,106, 09/627,869, 09/655,351 and 
09/808,439 each incorporated herein in their entirety, and by methods known to those of 
ordinary skill in the art. 



A key intermediate in the preparation of compounds of formula (la) and (lb) is the 
dipeptide nitrile intermediate (EI). 

15 



The synthesis of intermediates of formula (HI) may be carried out by methods outlined 
20 below in Schemes I and n and methods described in the ^plications cited above. 



10 





'4 



Scheme I 
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OH 



+ 





IV 



VI:R'= Boc 



lll:R' = H 



As illustrated in Scheme I, an amino acid bearing a suitable protecting group R' (IV), is 
reacted with an amino nitrile (V) under suitable coupling conditions. An example of a 

5 suitable protecting group is the r-butoxycarbonyl (BOC) group. An example of standard 
coupling conditions would be combining the starting materials in the presence of a 
coupling reagent such as l-(3-dimethylaminopropyl)-3-ethylcarbodiimide (EDC) with 1- 
hydroxybenzotriazole (HOBT), in a suitable solvent such as DMF or methylene chloride. 
A base such as N-methyhnorpholine may be added. Hiis is followed by deprotection to 

10 give amino acid nitrile HI. 

In a variation of the above method, one may couple IV with an amino amide (V a) and 
convert the product Via to nitrile VI by dehydration, for example with cyanuric chloride 
in DMF 



The intamediate aminonitrile (V) used in Scheme I above may be prepared as outlined in 
Scheme II. 



15 





VI: R" = CN 



20 



Scheme n 
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VII V 



In this metiiod, a ketone bearing R5 and R9 (VII) is reacted with an a primary amine or an 
ammoniimi salt, such as ammonimn chloride, and a cyanide salt, such as potassium 
5 cyanide or sodium cyanide, in a suitable solvent, such as water or a solution of ammonia 
in methanol, at about room temperature to reflux temperature. 

Conq>ounds having formula QaJJb) may be prepared by Mettiods A-D, as illustrated in 
Schemes DI-VI. 

10 

Scheme m (Method A) 

'^N base. 
RX^S + ("•) ^o"P""g (la/lb) 
VIII 

IS According to Method A, a dipeptide nitrile mtermediate (ED), or a basic salt thereof, is 
allowed to react with (Vm) in the presence of a suitable couplmg agrait to provide the 
desired product (la/Ib). Suitable reaction conditions are known to those skilled in the art 
and some examples of suitable coupling agents include 2-chloro-l-meth^yridinium 
iodide (Yong, YJF. et al., J. Org. Chem. 1997, 62, 1540), phosgene or triphosgene 

20 (Barton, DM. et al., J. Chan. Soc. Perkin Trans. 1, 1 982, 2085), alkyl halides (Brand, E. 
and Brand, F. C, Org. Synth., 1955, 3, 440) caibodiimides (Poss, M. A. et al., 
Tetrahedron Lett., 1992, 40, 5933) and mercury salts (Su, W., Synlhetic Corom., 1996, 
26, 407 and Wiggall, K. J. and Richardson, S. K. J., Heterocyclic Chem., 1995, 32, 867). 
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Compounds having fonnulas (la) and (lb) may also be prepared by Method B as 
illustrated in Scheme IV, where R is an alkyl or aryl group. 



Scheme IV (Method B) 



5 




OR 



(III) 



base 



(la/lb) 



According to Metiiod B a dipeptide nitrile intemiediate (ID), or a basic salt thereof, is 
allowed to react with IX, with or without an added base such as triethylamine, to provide 

10 the desired product (la/Ib). Suitable reaction conditions are known to those skilled in the 
art and e^camples of such amine additions may be found in the chemical literature, for 
example Haake, M. and Schummelfeder, B., Synthesis, 1991, 9, 753; Dauwe, C. and 
Buddrus, J., Synthesis 1995, 2, 171; Ried, W. andPiechaczek, D., Justus Liebigs Ann, 
Chem. 1966, 97, 696 and Dean, W. D, and Papadopoulos, E. P., J. Heterocyclic Chem., 

15 1982, 19, 1117. 

The intermediate DC is either commercially available or can be synthesized by methods 
known to those skilled in the art and described in the literature, for example Francesconi, 
L et al., J. Med. Chem. 1999, 42, 2260; Kuizer, R, Lawson, A.,Org. Synth. 1963, 645, 
20 and Gutman, A. D. US 3984410, 1976. 

In a similar reaction, intermediate X having a halogen or other suitable leaving groiq) 
QC) may be used in place of intermediate DC, as illustrated in Me&od C, Scheme V. 

25 Scheme V (Method C) 
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(III) 



base 



(la/lb) 



According to Method C, a dipeptide nitrile intermediate, or a basic salt thereof, is allowed 
to react with intermediate X, with or without an added base such as triethylamine, to 

5 provide the desired product (la/Ib). Procedures for accomplishing this reaction are 
known to those skilled in the art and described in the chemical literature (for example, 
Dunn, A. D. , Org. Prep. Proceed. Int, 1998, 30, 709; Lindstroem, S. et al., Heterocycles, 
1994, 38, 529; Katritzky, A. R. and Saczewski, F., Synthesis, 1990, 561; Hontz, A. C. 
and Wagner, E. C, Org Synth., 1963, IV, 383; Stephen, E. and Stq)h0a, H., J. Chem. 

10 Soc, 1957, 490). 

Compounds having formula (la/Ib) in which Ri is an amine may also be prepared by 
Method D as illustrated in Scheme VL 

15 

Scheme VI (Method D) 



20 According to Method D, a carbodiimide (XI) derivative of (DDT) is allowed to react with 
an amine (Ri) to provide the desired guanidine (la/Ib) product. The conversion of amines 
to carbodiimides is known to those in the art and described m the literatm^ (for example, 
Pri-Bar, L and Schwartz, J., J. Chem. Soc. Chem. Commun., 1997, 347; Hirao, T. and 
Saegusa, T., J. Org. Chem., 1975, 40, 298). The reaction of carbodiimides with amine 

25 nucleophiles is also described in the literature (for example, Yoshiizumi, K- et al., Chem. 




(la/lb) 



XI 
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Phann. BuU., 1997, 45, 2005; Thomas, E, W. et al., J. Med Chem., 1989, 32, 228; 
Lawson, A. and Tinkler, R. B., J. Chem. Soc. C, 1971, 1429. 

In a modification of Method D, one may start with the thiourea Xn (formed by reaction 
5 of the corresponding amine with an isothiocyanate R6N=C=S) and then form the 

corresponding carbodiimide (XI) in situ by reaction with a suitable desulfurizing agent, 
such as HgCla, in a suitable solvent such as DMF or acetonitrile. 



Rev 




XII 



10 

Compounds of formula (lb), where Ri is an amine may be prepared using a general 
procedure described by M. Haake and B. Schummfelder (Synthesis, 1991, 753), 
According to this procedure (Method E, Scheme VII), intermediate XHI bearing two 
suitable leaving groups Z, such as phenoxy groups, is reacted sequentially with amines Ri 

15 and R^RsNH in a suitable solvent such as methanol or isopropanol to provide the desired 
product. Reaction of the first amine may be carried out at about room temperature and 
reaction of Ihe second amine is preferentially carried out with heating at the refliix 
temperature of the solvent If XHI is allowed to react with a bifimctional nucleophile 
intermediate XIV, where Y is a nucleophiUc heteroatom such as N, O or S, one may 

20 obtain the product of fonnula (lb) where Ri and form a heterocyclic ring. 
Intermediate Xm may be prepared by reaction of m (R4 = H) with 
dichlorodiphenoxymetiiane, which in turn, may be prepared by heating diphenyl 
carbonate with PCI5 (R.L. Webb and C.S, Labow, J. Het. Chem., 1982, 1205). 

25 Scheme Vn (Method E) 
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Jn order that this invention be more fully understood, the following example is set forth. 
This example is for the purpose of illustratmg embodiments of this invention, and is not 
to be constmed as limiting the scope of the invention in any way. 

The example which follows is illustrative and, as recognized by one skilled m the art, 
particular reagents or conditions could be modified as needed for individual compounds. 
Starting materials used in the scheme below are either commercially available or easily 
prepared firom commercially available materials by those skilled in the art. 

EXAMPLE! 

{[l-(l-Cyano-cyclopentylcarbamoyl)-3^-dimethyl-butylaminol-moii)hoIin-^ 
methylene}-carbamic acid l-propyI-piperidin-4-yl ester 



146 



wo 03/029200 



PCTAJS02/30644 




A mixture of cyclopeatanone (15.6 mL, 0.176 mol), magaesiiun sul&te (3 1.9 g, 0.264 
mol), sodium cyanide (9.5 g, 0.194 mol) and ammonium chloride (4.7 g, 0.088 mol) in 
5 2.0 M NH3/CH3OH (300 mL) was heated at 60 °C for 6 h before it was filtered through 
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siKca gel The filtrate was concentrated and stirred with magnesium sulfate in 
dichloromethane for 6 h. It was filtered, concentrated and dried in vacuo to give 1-amino- 
cyclopentanecarbonitrile (17 g, 87.7%). 

5 To a stirred solution of 2-rerr-butoxycarbonylainino-4,4-dimethyl-pentanoic acid (5 g, 
20.3 mmol) and iV-methyl morpholine (4.46 mL, 40.6 mmol) in THF (40 mL) at 0 
was added isobutyl chlorofonnate (2.64 mL, 20.3 mmol) and, after 10 min, the solution 
of 1-amino-cyclopentanecarbonitrile (3.35 g, 30.5 mmol) in THF (40 mL). The mixture 
was allowed to warm to room temperature and stirred overnight. It was diluted with 

10 water, extracted with dichloromethane, washed with brine, dried (sodium sulfate) and 
concentrated to give the crude product. Chromatogrsqphy on silica gel 
(dichloromethane:MeOH = 30:1) gave [l-(l-cyano-cyclopentylcarbamoyl)-3,3-dimethyl- 
butyl]-carbamic acid tert-hutyl ester (6.15 g, 89.6%). 

15 The above ester (6. 1 5 g, 1 8.2 mmol) was added to 4N HCl in 1,4-dioxane (40 mL) and 
stirred for 10 min. It was then diluted with etha:. Filtration gave 2-amino-4,4-dimethyl- 
pentanoic acid (l-cyano-cyclopentyl)-amide hydrochloride salt (5.6 g). 

To a cold solution of phosgene (1 .89 M m toluene, 47.3 mL, 89.4 mmol) was added a 
20 solution of re/t-butyl 4-hydroxy-l-piperidinecarboxylate (15g, 74.5 mmol) in THF (100 
mL). The mixture was allowed to warm to room temperature and stirred overnight. The 
solvent was removed under vacuiun and to the residue was added acetonitrile (100 mL) 
and sodium thiocyanate (7.2 g, 74.5 mmol). This mixture was stirred overnight, the 
insoluble solid was removed by filtration and the filtrate was used as a stock solution of 
25 the isotiiiocyanatofonnate (- 0.745 mmol/mL). 

2-Amino-4,4-dimethyl-*pentanoic acid (l-cyano-cyclopentyl)-amide hydrochloride salt 
(L38 g, - 5.0 namol) was suspended in 10 mL of THF. Triethylamine (1.42 mL, 10 mL) 
was added. To the flask was next added the above stock solution of 
30 isothiocyanatoformate (34 mL). The resulting mixture was stirred at rt for 3 h. The 
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solvent was removed in vacuo. The residue was purified by flash chromatography on 
silica gel eluting with 10% EtOAc in dichloiomethane to give the fliiourea (1.02 g, 39%). 

The above thiourea (839 mg, 1.6 mmol) and morpholine (0.42 roL, 4.8 mmol) were 
5 dissolved in 10 mL of THF. Copper sulfate on siUca gel (1 .00 g, 2.5 mmol) was added 
followed by 0.22 mL of triethylamine. This mixture was stirred at 50 for 5 h. After 
cooling to room temperature, the solid was removed by filtration and washed with 
acetonitrile. The filtrate was concentrated under reduced pressure and then purified by 
flash chromatography on silica gel, eluting with a mixture of methylene chloride and 
10 MeOH (10:1) to give 4-{[Hl-cyano-cyclopentylcarbamoyl)0,3-dimethyl-butylainino]-- 
moipholin-4-yl-methylenecaibamoyloxy}-piperidine-lH5arboxylic acid te/t-butyl ester 
(653mg,70%). 

To a stirred solution of the above fert-butyl ester (653 mg, 1.13 mmol) in 1,4-dioxane (10 
15 mL) was added HCl (4N in 1,4-dioxane, 10 mL) and the mixture was stirred for 30 miu 
before the solvit was removed under vacuum. The residue was dried in vacuo to give 
{[l-(l-cyano-cyclopentylcaibamoyl)0,3-dimethyl-butylainino]-morpholin-4 
methylene}-carbamic acid piperidin-4-yl ester hydrochloride salt (738 mg). Then to a 
mixture of the hydrochloride salt (246 mg, ~ 0.37 mmol) in THF (20 mL) was added 
20 propionaldehyde (71 |xl, 0.96 nunol) and, 20 min later, sodium triacetoxyborohydride 
(305 mg, 1 .44 mmol). The mixture was stirred for 2 h before it was diluted with water, 
extracted with dichlorometiiane, washed with brine, dried (sodium sulfate) and 
concentrated to give the crude product Chromatography on silica gel 
(dichloromethane.inethanol = 10:1) gave the title compound (10 mg, S%). 



30 



149 



wo 03/029200 



PCTAJS02/30644 



EXAMPLE 2 



Synthesis of (SH»4-Dimethyl-2-[2-oxo-2,3-dihydro-beiizo[^][13]oxazm-(4Z)- 
ylideneaiiiino]-peiitanoic acid (l-cya]io-cyclopropyl>-amide 




To a stirred solution of Boc-l-aminocyclopropane-l-caiboxylic acid (25 g, 124 mmol) 
and trieliiylamine (19 mL^ 1.1 equivalent) in THF (200 mL) at -10 
efhylchlorofonnate (13 mL, 1 . 1 equivalent) was added slowly. The mixture was stirred at 
this temperature for 20 min before a solution of ammonia in 1,4-dioxane (0.5 M, 300 mL) 
was added. It was allowed to warm to room temperature and stirred overnight. It was 
concentrated, diluted with water, extracted with dichloromethane, washed with brine. 
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dried (sodium sulfite), concentrated again and dried to give (1-caibamoyl-cyclopropyl)- 
carbamic acid tertAyutyl ester (18 g, 72.5%) 

To a stirred solution of (l-carbamoyl-cyclopropyl)-carbamic acid tert-hutyl ester (5.7 g, 
5 28.4 mmol) in DMF (50 mL) was added cyanuric chloride (2.6 g, 14.2 mmol) and it was 
stirred at room temperature for 1 h before it was diluted with water (400 mL). The 
product precipitated and filtration gave (l-cyano-cyclopropyl)-carbainic acid tert-butyl 
ester (2.79 g, 53.9%) 

10 To (l-cyano-cyclopropyl)-carbamic acid tert-hutyl ester (1.0 g, 5.5 mmol) in 
dichloromethane (5 mL) was added 10 mL of 20% trifluoroacetic acid in 
dichloromethane. The reaction was stirred for 10 min at room temperature and the 
solvents removed on an evs^orator. Hexane was added to the residue and ev^orated. 
The crude deprotected amine was used for the next step. MS = 197 (M+TFA) 

15 

To (S)-2-tert-butoxycaibonylaniino-4,4-dimethyl-pentanoic acid (1.0 g, 4.08 mmol) in 
dry DMF (20 mL), at 0 ^C, was added EDC (1.27 g, 6.6 mmol) and HOBT (0.9 g, 6.6 
mmol). The reaction was stirred for 30 min at 0 and to this was added the above 1- 
amino-cyclopropanecarbonitrile-TFA salt (1.0 g, 5.1 mmol) andN-methyl morpholine 

20 (1.34 g, 13.26 mmol). The reaction was stirred at 0 for 1 h and at room temperature 
overnight. Solvent was removed on an evaporator and the residue was extracted with 
ethyl acetate. The organic jfraction was washed with sat. sodium bicarbonate, water, brine 
and dried over anhydrous sodium sulfate. Solvent was evaporated and the crude product 
was purified by flash colunm chromatography using silica gel and ethyl acetate/hexane 

25 1:1 to afford 700 mg (55%) of flie desired product 

To the above [(S)-l-(l-cyano-cyclopropylcarbamoyl)-3,3-dimethyl-butyl]-carbanMC acid 
tert'hutyl ester (0.7 g, 2.26 nunol) in dichloromethane (3 mL) at 0 ^C, was added 4M 
HCI/dioxane. The reaction was stirred at room temperature for 30 min and the solvent 
30 removed. Dietiiyl ether was added to the residue and tiie solvent removed on an 
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evaporator to afford 550 mg of the dq)rotected amine. This was used as is for the next 
step. 

To the above (S)-2-amino-4,4-dimethyl-pentanoic acid (l-cyano-cyclopropyl)-amide 
hydrochloride (0.28 g, 1.14 mmol) in acetonitrile (10 mL) at 0 ^C, was added diisopropyl 
ethylainine (0.46 mL, 2.26 mmol) and the reaction stirred for 20 min. To this was ihcn 
added 4-chloro-benzo[e][l,3]oxazin-2-one (that was prepared by treating 4a,8a-dihydro- 
benzo[e][l,3]oxazine-2,4-dione with phosphorus pentachloride in phosphorus 
oxychloride at reflux for 3 h followed by removing solvent) and the reaction was stirred 
at room temperature overnight. Evaporation of the solvent, extraction with ethyl acetate, 
followed by washing with saturated sodium bicarbonate and water gave the crude 
product This was purified by flash column chromatography on silica gel using ethyl 
acetate to give 50 mg (12.45%) of the title compoundMS = 355 (M+1) . 

The following examples are illustrative of methods used for preparation of unnatural 
amino acids used as intermediates in the preparation of compounds of the invention by 
procedures described in the General Synthetic Methods section. 

EXAMPLES 

2-/£rr-Butoxycarbonylainiiio-4,4,5-trimefhyI-hexanoic acid 
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[Ox] 



KO+Bu 



O 





6 N HCI bqjj anhydride 

reflux, HCIx ' 




4h Jl 4NNaOH(aq) 

dioxane 



Lithium diisopropylamide (1.5 M solution in cyclohexane/THF/ethylbenzene) (113 mL, 
169 mmol, 1.1 equiv) was syringed into a 1000 mL round-bottom flask under a blanket of 
5 At. Dry THF (150 mL) was added and the mixture was cooled to -78 ^^C with a dry- 
ice/acetone bath. 3-Methyl-butanoic add ethyl ester (20 g, 23 mL, 154 mmol, 1.0 equiv) 
was added dropwise from a syringe over a 10 min period followed by stirring at -78 
for 1 h. Methyl iodide (10.5 mL, 169 mmol, 1.1 equiv) was added dropwise from a 
syringe over a 10 min period and the creamy mixture was stirred for 1 h at -78 **C, 

10 resultmg in a very thick mixture. The dry-ice bath was removed and replaced with an ice 
bath at 0 "^C. Another 150 mL of dry THF was added followed by another addition of 
LDA (1 13 mL, 169 mmol, 1.1 equiv). The resulting mixture was stirred for 10 min and 
then the flask was re-immersed in a dry-ice/acetone bath. Stirring was continued for 
another 50 min and then methyl iodide was added dropwise (10.5 mL, 169 mmol, 1.1 

15 equiv) and the dry-ice/acetone bath was removed and the resulting mixture was stirred at 
ambient temperature for 14 h. The reaction mixture was quenched with 3 mL of cone. 
HCI and 2 N HCI was added until the pH was adjusted to <1 . The mixture was further 
diluted with 1 50 mL water and 500 mL BtiO. The layers were separated and the organic 
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layer was washed with 1 x 100 mL 2 N HCl, 1 x 100 mL saturated NaHCOa, and 1 x 200 
mL brine. The organic layer was dried over Na2S04 and then concentrated in vacuo to 
provide 2^,3-trimethylbutanoic acid ethyl ester as an orange oil mixed with ethyl 
benzene (36.4 g of which 22. 1 g was product by NMR). The mixture was used without 
5 further purification. 

A 500 mL round-bottom flask equipped with a stir bar was flushed with Ar and charged 
with 50 mL dry THF and a 1 M solution of LAH in EtzO (87.5 mL, 87.5 mmol, 0.625 
equiv). The solution was cooled to 0 with an ice bath and the above ethyl ester (22.1 

10 g, 140 mmol, 1 .0 equiv) (approximately a 50% solution in ethylbenzene) was added 

dropwise at such a rate that the solution did not reflux (required 50 min). After addition 
of the ester, the reaction was stirred at 0 ^'C for 2 h and then at ambient tCTiperature for 14 
h. The reaction solution was re-cooled to 0 ®C and carefully quenched by addition of 
EtOAc. 1 N NaOH was added until a granular precipitate formed (7.5 mL). The mixture 

15 was filtered on a pad of diatomaceous earth which was then washed 3 x 100 mL Et20. 
The organics were combined and dried over Na2S04. The solution was decanted and 
concentrated in vacuo to yield 2,2,3-trimethyl-butanol as a nearly colorless oil (1 1.7 g of 
alcohol in 15.4 g of a mix with ethylbenzene). The crude product was used without 
further purification. 

20 

A 1000 mL round-bottom-flask was equipped with a stir bar, flushed with Ar and 
charged with 300 mL dry CH2CI2 and oxalyl chloride (13.2 mL, 151 mmol, 1.5 equiv). 
The solution was cooled to -78 *C with a diy-ice/acetone bath. Dry DMSO (21.5 mL, 
302 mmol, 3.0 equiv) was added dropwise over a 30 min period (vigorous gas evolution). - 

25 The above alcohol (1 1.7 g, 100 mmol, 1.0 equiv) was added (with residual 

ethylbenzene) over a 10 min period. The resulting solution was stirred for 90 min. 
Triethylamine (56 mL, 403 mmol, 4.0 equiv) was added over 5 min and the cold-bath 
was removed. The resulting creamy white mixture was stirred at room temperature over 
1.5 h. The reaction mixture was carefully diluted with 200 mL water (more gas 

30 evolution). Layers were separated and the organic phase was washed with 2 N HCl (1 x 
100 mL) and brine (1 x 100 mL). The organic layer was dried over Na2S04, decanted 
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and concentrated in vacuo. The crude aldehyde was fractionally distilled through a 4 
inch Vigoreux column at 57-67 ""C at 15 nun Hg to provide the 2,2,3-trimethyl-butanal 
(9.1 g) as a colorless oil. 

5 A clean and dry 250 mL round-bottom flask was equipped with a stir bar and flushed 
with At. Dry THF was added (40 mL) followed by addition of a LO M solution of KOr- 
Bu (32.2 mL, 32.2 mmol, 1,05 equiv). The solution was cooled to -78 ^^C in a dry- 
ice/acetone bafh. Ethyl isocyanoacetate (3.35 mL, 30.7 mmol, 1.0 equiv) was added 
dropwise over a 10 min period. The resulting mixture was stirred an additional 5 min 

10 followed by addition, via syringe, of 2,2,3-trimethyl-butanal (3.5 g, 30.7 mmol, 1.0 
equiv). The cold-bath was removed and resulting mixture was stirred at room 
temperature for 1 h. The reaction mixture was diluted by addition of a mix of 125 mL 
EtaO, 20 g ice, 2 mL AcOH. After the ice melted, 50 mL of water was added and the 
layers were mixed and separated. The organic layer was washed with 1 x 50 mL sat. 

15 NaHCOs and dried over Na2S04. The organic layer was decanted and concentrated The 
cmde enamide was purified by flash chromatography on silica gel using CH2CI2 to 4% 
MeOH in CH2CI2 to provide 2-fonnylamino-4,4,5-trimethyl-hex-2-enoic acid ethyl ester 
as a thick oil (4.54 g); MS: 228 (M+1). 

20 The above ethyl ester (4.54 g, 20 mmol, 1.0 equiv) was dissolved in 35 mL of MeOH in a 
Parr bottte followed by addition of PtC)2 (1 g, 4.4 romol, 0.22 equiv). The mixture was 
shaken on a Parr hydrogenation q>paratus for 4 days at which time MS showed 
consumption of the starting material; MS: 230 (M+1), 216 (M+1 of methyl ester). The 
liquid was carefully decanted and the Pt was washed three times with 20 mL MeOH 

25 followed each time by decantation, being careful not to allow the Pt to dry (if allowed to 
dry, the Pt may ignite). The MeOH solutions were combined and concentrated to a thick 
oil that was suspended in 25 mL of 6 N HCl and tiie mixture was refluxed for 4 h during 
which time 5 mL of cone. HCl was added at tiie end of each of tiie first 3 L. The mixture 
was cooled and the water and ^cess HCl were removed on a rotovap at a bafli 

30 temperature of 70 ^'C. After about 50% concentration, a flaky crystallme solid formed. 
The mixture was cooled to 0 °C and the precipitate was collected by filtration. The 
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fQtrate was again concentrated by about 50% and cooled again to 0 X to provide a 
second crop of crystals. The crystals were combined and dried under high vacuum to 
provide 2-ainino-4,4,5-trimethyl-hexanoic add hydrochloride as an off-white crystalline 
soKd(2.32g);MS: 174(M-C1+1). 

The above amino acid salt (2.32 g, 11.1 mmol, 1.0 equiv) was dissolved in 100 mL of 
50/50 dioxan»'4 N NaOH.. The solution was cooled to 0 and Boc anhydride (3.6 g, 
16.6 mmol, 1 .5 equiv) was added. The cold-bath was removed and the reaction stirred at 
ambient temperature for 16 L The pH was carefiilly adjusted to 2 with cone. HO, and 
the product was extracted with 3 x 100 mL CH2CI2. The organic layers were combined 
and dried over Na2S04. The solution was decanted and concentrated using 100 mL of 
hexane as a chaser to provide a thick glass, which was triturated with 100 mL of hexane. 
After vigorous stirring for 4 h, a waxy solid resulted which was fiUtered and dried in air to 
provide the title compound (1.42 g); MS: 272 (M-U). 

The following Boc-protected amino acids were prepared in a manner identical to this 
method from the commercially available estas: 

2-fert-Butoxycarbonylamino-4,4-dimethyl-hexanoicacid 



O 




2-fert-Butoxycarbonylamino-4,4,5,5-tetramethyl-hexanoicacid 




1S6 
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2-fert-Butoxycaibonylainmc)-4-cyclohexyl-4-methyl-pentanoicadd 




Iq addition, the following Boc-protected amino acids may be prepared by an ^ropriate 
modification of this procedure: 



5 

2-/er/-Butoxycarbonylainino-4-methyl-4-phenyl-pentanoicacid 
O 




2.^e?t-Butoxycaibonylamino-4,4,5,5-tetramethyl-hq)tanoicacid 
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EXAMPLE 4 

2-tei:r-Butoxycarbonylamino-5,5-diinethyl-hexa]ioicacid 
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i\r-(Benzyloxycarbonyl)-a-phosphonoglycine trimethyl ester (2 g, 6,0 mmol, 1.0 equiv) 
was dissolved in dry THF (20 mL). ^er/-Butylacetaldehyde (0.758 mL, 6.0 mmol, LO 
equiv) and DBU (0.903 mL, 6.0 mmol, 1 .0 equiv) were added and the reaction mixture 
5 was stirred for 16 L The solution was diluted with 100 mL of CH2CI2 and washed with 
water (1 x SO mL), and brine (1 x SO mL). The organic layer was dried over Na2S04, 
decanted and concentrated in vacuo to provide 2-benzyloxycaibonylamino-5,5-dimethyl- 
hex-2-enoic acid methyl ester as a thick oil (1.73 g, 94%) which was used without further 
purification; MS: 306 (M+1). 

10 

The above ester (1.73 g, 5.67 mmol, 1.0 equiv) was dissolved in a Parr bottle with Boc 
anhydride (1 .36 g, 6.23 mmol, 1 .0 equiv) and MeOH (35 mL). Pd on carbon (Degussa 
type) (0.5 g) was added. The mixture was shaken under 50 psi H2 forl6 h. The mixture 
was filtered through diatomaceous earth followed by washing of the diatomaceous earth 
15 with 3 X 50 mL MeOH. The organics were combined and concentrated to provide l-tert- 
butoxycarbonylamino-5,5-dimethyl-hexanoic acid methyl ester as a very thick oil which 
was used without fiirther purification. 
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The above ester (1.31 g, 4.79 mmol, 1.0 equiv) was dissolved in 50 mL of MeOH. 1 N 
LiOH (50 mL) was added and the mixture was stirred 16 h. Concentrated HCl was added 
carefully until the pH approached 2 at which time a bright white solid precipitated. The 
solid was collected by filtration and washed 2 x 20 mL water and dried under vacuum to 
provide the title compound (1.05 g, 85%); MS: 258 (M-1). 

The procedure described in this example may be used with any commercially available 
aldehyde to prepare the corresponding Boc-protected amino acid as outlined below. 




Additionally, many aldehydes may be prepared from the corresponding commercially 
available esters using the procedure described in Example 5. 

EXAMPLES 

4-Formyl-piperidine-l-carboxylic acid ethyl ester 
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Methyl isonipecotate (10 g, 69.9 mmol, 1.0 equiv) was dissolved in 50 mL of THF and 
250 mL of saturated aqueous bicaibonate. Ethyl cholorfonnate (9.1 g, 83.9 mmol, 1.2 
5 equiv) was added dropwise and the resultmg solution was stirred for 2 h. The reaction 
mixture was diluted with 250 mL diethyl ether and the layers were separated. The 
organic layer was washed with brine and dried over Na2S04. The liquid was decanted 
and concentrated in vacuo to yield piperidine-l,4-dicarboxylic acid 1-ethyl ester 4-methyl 
ester as a pixik liquid (12.8 g) which was used without further purification. 

10 

The above ester (12,8 g, 59.5 mmol, 1.0 equiv) was dissolved in 50 mL of dry CH2CI2 
under Ar and cooled to -78 ""C. A 1 Molar solution of DIBAL-H in CH2CI2 (149 mL, 
149 mmol, 2.5 equiv) was added dropwise over a 30 min period. The cold bath was 
removed and the reaction solution allowed to warm to ambient temperature. At this time 
IS EtOAc (10 mL) was added dropwise to quench the excess DIBAL-H. 100 mL of IH HCl 
(aq) was added dropwise over a 30 min period with rapid stirring. The resulting mixture 
was filtered on a pad of diatomaceous earth and the filtrate was dried over Na2S04, 
decanted and concentrated to yield 4-hydroxymethyl-piperidine-l-cai:boxylic acid ethyl 
ester as a nearly colorless oil that was used without fiuiher purification. 

20 

The above alcohol (7.5 g, 40.0 mmol, 1.0 equiv) was dissolved in 500 mL of CH2CI2. 
Pyridinium chlorochromate (12.96 g, 60.1 mmol, 1.5 equiv) was added and resulting 
mixture was stirred for 16 h. The dark liquid was decanted and the solvent was removed 
in vacuo. The residue was triturated with 500 mL of diethyl ether and the mixture was 
25 filtered. Thefiltrate was washed with 150 mL of 1 N HCl and dried over Na2S04. The 
liquid was decanted and concentrated by rotary ev^oration to yield 4-formyl-piperidine- 
1-carboxylic acid ethyl ester as a light brown oil (6.1 g). 
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The following exanq)le illustrates how this aldehyde maybe used in a manner analogous 
to that described in Example 4. 

5 

EXAMPLE 6 

4-(2-^ei*-Butoxycarbonylamtao-2-carbo:Qr-efliy^piperidine-l-carboxylic acid ethyl 
ester. 

10 




JV-(Benzyloxycaibonyl>a-phosphonoglycine trimethyl ester (1.0 equiv) is dissolved in 
dryTHF. The above aldehyde (1,0 equiv) and DBU (1.0 equiv) are added and the 
15 reaction mixture is stirred for 16 h. The solution is diluted with CH2CI2 and washed with 
water and brine. The organic layer is dried over Na2S04, decanted and concentrated in 
vacuo to provide 4-(benzyloxycarbonylamino-2-carbomeflioxy-ethyl)-piperidine-l- 

caiboxylic acid ethyl ester. 

20 The above ester (1 .0 equiv) is dissolved in a Parr bottle with Boo anhydride (1 .0 equiv) 
and MeOH. Pd on carbon (Degussa type) (0.1 equiv) is added. The nuxture is shakai 
under 50 psi Hj. The mixture is filtered on diatomaceous earth followed by washing of 
the diatomaceous earth with MeOH. The organics are combined and concentrated to 
provide 4-(2-*er<-Butoxycaibonylamino-2-K5aibomettioxy>^yl)-piperidine-l-carbox3dic 

25 acid e&iyl ester. 
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The above ester (1 .0 equiv) is dissolved in a minimuTn amount of MeOH. 1 N LiOH (3,0 
equiv hydroxide) is added and the mixture is stirred. The aqueous layer is washed with 
diethyl ether and then acidified to pH = 2. The product is extracted with 2 washes of 
diethyl ether and the organics are combined and concentrated after drying over Na2S04. 



10 Lithium aluminum hydride (8.0 g, 211 mmol, 1 .0 equiv) was placed in a 500 mL round- 
bottom flask under Ar. Dry THF (200 mL) was added and the mixture was cooled to -78 
3,3-Dimethyl-pent-4-en-oic acid methyl ester (30 g, 21 1 mmol, 1.0 equiv) was added 
dropwise over a 30 min period via a syringe. The cold bath was removed and replaced 
with an ice-water bath at 0 ®C. Stirring was continued for 2 h. The excess LAH was 

15 quenched by addition of EtOAc dropwise. 1 N NaOH was added dropwise until a 

granular precipitate formed (approximately IS mL). The reaction mixture was filtered on 
a pad of diatomaceous earth. The filtrate was dried over MgS04, filtered and 
concentrated by rotary evaporation to yield 3,3-dimethyl-pent-4-en-ol as a colorless oil 
(20.2 g, 85 %) which was used without further purification. 

20 

33-Dimethyl-pent-4-en-ol (20.2 g, 177 mmol, 1.0 equiv) was dissolved in 500 mL of 
CH2CI2. Solid pyridiniimi chlorochromate (57.2 g, 266 mmol, 1.5 equiv) was added and 
the resulting mixture was stirred 16 h. The liquid was decanted into a 1000 mL RBF and 
the black tar was washed with CH2CI2 (2 x 100 mL). The combined liquids were 
25 concentrated on the rotovap at a bath tempCTature <20 °C (the aldehyde is quite volatile). 
The resulting paste was triturated with 500 mL of hexane and the mixture filtered on a 
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(2S)-2-(/^i^-Batoxyoxycarbonylamino)-5^dimethyl"heptanoicacid. 
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frit. The filtrate was diluted with 150 mL Et20, washed with 200 mL of 1 N aqueous 
HCl, dried overNa2S04, decanted and concentrated to yield 3,3-diniethyl-pent-4-en-al as 
a light beige liquid (1 1 .6 g, 56 %) that was used without further purification, 

iV-(Benzyloxycarbonyl)-a-phosphonoglycine trimethyl ester (34.3 g, 103 mmol, 1.0 
equiv) was dissolved in dry THF (250 mL) and the solution was cooled to 0 °C. 3,3- 
Dimethyl-pent-4-en-al (1 1.6 g, 103 mmol, 1.0 equiv) and DBU (15.5 mL, 103 imnol, 1.0 
equiv) were added and the reaction mixture was stirred for 16 h. The solution was 
diluted with 500 mL of CH2CI2 and washed with 1 x 150 mL water, and 1 x 150 mL 
brine. The organic layer was dried over Na2S04, decanted and concentrated in vacuo to 
provide 2-benzyloxycaibonylamino-5,5-dunethyl-hept-2,6-dienoic acid methyl ester as a 
thick oil (31 g, 95% crude). The enamide is purified by flash chromatogr^hy on silica 
usmg hexanes/EtOAc as mobile phase to yield 2-benzyloxycaibonylamino-5,5-dimethyl- 
hept-2,6-dienoic acid methyl ester as a thick oil that solidifies on standing. 

The above ester may be converted to the title compound by catalytic reduction followed 
by hydrolysis as described in Example 4. 



Additionally, Boc-protected amino acids of the formula below may be prepared as 
outlined for in the following scheme: 
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LDA O LDA 

9 Rb-x ^ y Rc-x If 

Ra^JJs^ ^whereX=l,Br ^^^;x^o^ where X= I, Br R^x^^q- 
i/^H ° " "Rb^Rc 

O 



II PnaP 
Rb Rc Rb Rc 



PhaPCHaBr 



Rb'^Rc Rc Rb^RcJj 




EXAMPLES 

5 

2^^-Trimefliyl-batanal 



16S 
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LAH 



Lithium diisopropylamide (1 .5 M solution in cyclohexane/THF/ethylbenzene) (1 13 mL, 
169 mmol, LI equiv) was syringed into a 1000 mL round-bottom flask under a blanket of 

5 At. Dry THF (150 mL) was added and the mixture was cooled to -78 with a dry- 
ice/acetone bath. 3-Methyl-butanoic acid ethyl ester (20 g, 23 mL, 154 mmol, 1.0 equiv) 
was added dropwise from a syringe over a 10 min period followed by stirring at -78 °C 
for 1 h. Methyl iodide (10.5 mL, 169 mmol, 1.1 equiv) was added dropwise from a 
syringe over a 10 min period and the creamy mixture was stirred for 1 h at -78 ^'C, 

10 resulting in a very thick mixture. The dry-ice bath was removed and replaced with an ice 
bath at 0 ®C. Another 150 mL of dry THF was added followed by another addition of 
LDA (1 13 mL, 169 mmol, 1.1 equiv). The resulting mixture was stirred for 10 min and 
then the flask was re-unmersed in a dry-ice/acetone bath. Stirring was continued for 
another 50 min and then methyl iodide was added dropwise (10.5 mL, 169 mmol, 1.1 

15 equiv) and the dry-ice/acetone bath was removed and the resulting mixture was stirred at 
ambient ternperature for 14 h. The reaction mixture was quenched with 3 mL of cone. 
HCl and 2 N HCl was added until flie pH was adjusted to <1 . The mixture was further 
diluted with 150 mL water and 500 mL Et20. The layers were sq)arated and the organic 
layer was washed with 2 N HCl (1 x 100 mL), saturated NaHCOs (1 x 100 mL), and brine 

20 (1 X 200 mL). The organic layer was dried over Na2S04 and then concentrated in vacuo 
to provide 2,2,3-trimethylbutanoic acid ethyl ester as an orange oil mixed with ethyl 
benzene (36.4 g of which 22. 1 g was product by NMR), The mixture was used without 
faiUhec purificatioiL 
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A 500 mL round-bottom-flask equipped wilii a stir bar was flushed with Ar and charged 
with 50 mL dry THF and a 1 M solution of LAH in EtaO (87.5 mL, 87.5 mmol, 0.625 
equiv). The solution was cooled to 0 °C with an ice bath and the above ethyl ester (22,1 

g, 140 imnol, 1.0 equiv) (approximately a 50% solution in ethylbenzene) was added 

5 dropwise at such a rate that the solution did not reflux (required 50 min). After addition 
of the ester, the reaction was stirred at 0 °C for 2 h and then at ambient temperature for 14 

h. The reaction solution was re-cooled to 0 ""C and careftdly quenched by addition of 
EtOAc. INNaOH was added until a granular precipitate formed (7.5 mL). The mixture 
was filtered on a pad of diatomaceous earth which was then washed 3 x 100 mL Et20. 

10 The organics were combined and dried over Na2S04. The solution was decanted and 
concentrated in vacuo to yield 2,2,3-trimethyl-butanol as a nearly colorless oil (11.7 g of 
alcohol in 1 5.4 g of a mix with ethylbenzene). The crude product was used without 
further purification. 

15 A 1000 mL round-bottom-flask was equipped with a stir bar, flushed with Ar and 

charged with 300 mL dry CH2CI2 and oxalyl chloride (13.2 mL, 151 mmol, 1.5 equiv). 
The solution was cooled to -78 °C with a dry-ice/acetone bath. Dry DMSO (21.5 mL, 
302 mmol, 3.0 equiv) was added dropwise over a 30 min period (vigorous gas evolution). 
The above alcohol (1 L7 g, 100 mmol, 1.0 equiv) was added (with residual 

20 ethylbenzene) over a 10 min period. The resulting solution was stirred for 90 min. 
Triethylamme (56 mL, 403 mmol, 4.0 equiv) was added over 5 min and the cold-bath 
was ranoved. The resultmg creamy white mixture was stirred at room temperature over 
1 .5 h. The reaction mixture was carefully diluted with 200 mL water (more gas 
evolution). Layers were separated and the organic phase was washed with 1 x 100 mL 2 

25 N HCl and 1 x 100 mL brine. The organic layer was dried over Na2S04, decanted and 
concentrated in vacuo. The crude aldehyde was distilled fiactionally throu^ a 4 inch 
Vigoreux column at 57-67 at 15 mm Hg to provide the 2,2,3-trimefhyl-butanal 
(9.1 g) as a colorless oil. 

30 
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EXAMPLE 9 

2-BeiizyloxycarbonyIaiiiino-5,5,6-tiMethyI-heptanoicad^ 

5 The title compound may be prepared firam 2^,3-triinethyl-butaiial by the following 
procedure 




10 Methyltriphenylphosphonium bromide (1 .0 equiv) is dissolved under Ar in dry THF. The 
solution is cooled to -78 ^^C at which time n-BuLi in hexanes (1 .05 equiv) is added 
dropwise. 2A3-Trimethyl-butanal (1.0 equiv) is added dropwise to the stirred solution 
and the cold bath is removed and the reaction mixture is allowed to warm to ambient 
temperature. The reaction inixture is quenched by addition of saturated ammonium 

15 chloride solution. The mixture is diluted with ether and water and the layers are 

separated. The organic is dried over Na2S04, decanted and the solution is fractionally 
distilled through a vigoreux column to give 3,3,4-trimethylpentene, 

3,3,4-Trimefhylpentene (1 equiv) is dissolved in dry THF under Ar. The reaction mixture 
20 is cooled to -78 **C at which time a 1 M solution of borane/dimethylsulfide complex in 
THF (0.4 equiv) is added dropwise. The cold bath is removed and the reaction mixture is 
allowed to warm to ambient temperature. The reaction mixture is carefully diluted with a 
solution of sodium acetate in aqueous hydrogen peroxide (large exess). The reaction 
mixture is stirred at ambient tanperature and tiien diluted with diethyl ether and the 
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layers are separated. The organic layer is dried over Na2S04, decanted and concentrated. 
The crude material is purified by fractional distillation to yield 3,3,4-triinethylpentanoL 

3,3,4-Triinethylpeiitanol (1 equiv) is dissolved in CH2CI2. Pyridinium chlorochromate 
(1.5 equiv) is added and the resulting mixture is stirred at ambient temperature. The 
liquid is decanted and concentrated by rotary evaporation. The residue is triturated with 
1 to 1 diethyl ether/hexane and mixture is filtered and the filtrate is washed with 1 N 
HCL The organic layer is dried over Na2S04, decanted and concentrated. The aldehyde 
is purified by fractional distillation to yield 3,3,4-trimelJiylpentanal. 

This aldehyde may be converted to tihie title compound by reaction with 
(Benzyloxycarbonyl)-a-phosphonoglycine trimethyl ester, followed by catalytic 
reduction and hydrolysis by the procedures described in Example 4. 

EXAMPLE 10 

Preparation of 2-ter/-ButoxycarbonyIamino-3-(4,4-dimethyI-cycIohexyl)-propioiiic 
add. 
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HgC CH3 Pd catalyst 




To a solution of 4,4-dimethyl cyclohexaaone (4.60 g, 36.5 mmol) in dry THF (82 mL) 
cooled in a dry ice/acetone bath, was added sodium bis (trimethylsilyl)amide (38 mL of a 
1.0 M solution in THF, 38 mmol). The reaction mixture was stirred under an argon 
5 atmosphere at -78 for 30 min. A solution of 2-(N,N-bis 

trifluoromethanesulfonyl)ainino-5-chloropyridine (15 g, 37.7 mmol) in dry THF (20 mL) 
was introduced via syringe and the resulting solution was wanned to room temperature 
and stirred ovemi^t Thereactionmixture was washed with half saturated brine (60 
mL) and the aqueous phase was extracted with diethyl ether. The combined organic 
10 extracts were dried (MgS04) and concentrated to provide a dark brown oil (23 g). 
Chromatography over silica gel using petroleum ether as the eluant provided trifluoro- 
methane sulfonic acid 4,4-dimethyl-cyclohex-l-enyl ester as a colorless liquid (5.2 g, 
56%). 

15 A mixture of the above triflate ester (2.26 g, 8.75 mmol), Cbz dehydroalanine methyl 
ester (2.10 g, 8.93 mmol), Pd (0Ac)2 (160 mg, 0.71 mmol), and KOAc (3.42 g, 34.8 
mmol) in dry DMF was stirred at room temperature for 24 h. The reaction mixture was 
diluted with water (400 mL) and extracted with EtOAc (2x150 mL). The combined 
organic extracts were dried (MgS04) and concCTitrated. Chromatogr^hy of the resulting 
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residue over silica gel using 1:20 EtOAc/ hexanes then 3:17 EtOAc/ hexanes provided 2- 
benzyloxycarbonylamino-3-(4,4-dimethyl-cyclohex-l-€nyl)-acrylic add melhyl ester as 
a yellow oil (1.38 g, 46%). 

A suspension of the above acrylic acid ester (2.18 g, 6.35 nunol), Boc anhydride (1.52 g, 
6.96 mmol), and 10% Pd/ C (300 mg) in MeOH was shaken on a Parr apparatus under 40 
psi of hydrogen gas for 17 h. The reaction mixture was filtered through a pad of 
diatomaceous earth and concentrated to provide 2-tert-butoxycarbonylamino-3-(4,4- 
dimethyl-cyclohexyl)-propionic acid methyl ester as a yellow oil (1.87 g, 94%). 

A suspension of the above methyl ester (1.87 g, 5.97 mmol) and lilhium hydroxide 
monohydrate (1.76 g, 41.9 mmol) in THF (18 mL), MeOH (6 mL), and water (6 mL) was 
stirred at room temperature for 4 h. The reaction mixture was acidified with 10% citric 
acid (aqueous) and extracted with diethyl ether (3 x 100 mL). The combined organic 
layers were dried (MgS04) and concentrated to provide a the corresponding caiboxylic 
acid as a white foam (1.21 g, 68%). 



The following Boc-protected amino acids were prepared using the above procedure 
starting from the commercially available ketones: 






^OH ^ ^OH ^ OH 

>s^O^NH y^O^m ^.O^NH 

I O ' O ' O 
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Additionally, the following cyclic ketones may be synthesized according to methods 
described in the literature and converted by the above procedure, into Boc-protected 
amino acids: 

Sauers, R, R.; Tucker, R. J.; J Org Chem, 1963, 28, 876. 

0 

Buigstahler, A. W.; Sticker, R. E.; Tetrahedron, 1968, 2435. 



O 
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The following examples illustrate procedures that may be used to prepare amino nitiile 
mtemiediates that may be used to prepare compounds of the invention. 

EXAMPLE 11 

l-Amino-l-cyano-cyclopentane 




Cyclopentanone (1 equiv), NaCN (1.1 equiv) and NH4CI (1.1 equiv) are mixed together 
in 2 Molar NHs/MeOH (4 equiv NH3). The flask is fitted with a reflux condenser and the 
mixture is refluxed. At the end of each of the first 3 h an additional equivalent of NH3 in 
MeOH is added. The reaction mixture is cooled and the excess soUds are filtered away 
on a flit. The filtrate is concentrated by rotary evaporation and the residue is triturated 
with diethyl ether and the mixture is filtered again. ITie filtrate is concentrated on a 
rolovap. Theproductispurified,ifnecessary,byflashchrtMnatogr^hyonsilicawith 
EtOAc/hexanes as an eluent to yield the titled compound. 

EXAMPLE 12 
l-Ainino-l-cyaiio-3-phenyl-cyclopentane 
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Cyclopent-2-enone (1 equiv) is dissolved in dry THF under Ar. Cul (L5 equiv) is added 
and the mixture is cooled to -78 °C. A 1 Molar solution of PhMgBr (1 equiv) is added 
dropwise. The resulting mixture is slowly wanned to ambient temperature over a 4 h 
period. The reaction is quenched by the addition of saturated anunonium chloride 
5 solution (aq). The product is extracted with diethyl ether. The organic layer is dried over 
Na2S04, decanted and concentrated. The product ketone is purified by flash 
chromatography on silica using EtOAc and hexanes as mobile phase. 

The above ketone (1 equiv), NaCN (LI equiv) andNBUCl (1.1 equiv) are mixed together 
10 in 2 Molar NHs/MeOH (4 equiv NH3). The flask is fitted with areflux condenser and the 
mixture is refluxed. At the end of each of the first 3 h an additional equivalent of NH3 in 
MeOH is added. The reaction nuxture is cooled and the excess solids are filtered away 
on a ftit. The filtrate is concentrated by rotary evaporation and the residue is triturated 
with diethyl ether and the mixture is filtered again. The filtrate is concentrated on a 
15 rotovap. The product is purified, if necessary, by flash chromatography on silica with 
EtOAc/hexanes as an eluent to yield the titled compound. 



Acrolyl chloride (1 equiv) is dissolved in dry methylene chloride and the solution is 
cooled to -20 °C in a methanol/ice bath. Solid N,0-dimethylhydroxylamine 
hydrochloride (1 equiv) is added followed by dropwise addition of EtsN (2.2 equiv). The 
25 reaction is stirred and then poured into ice-water. The mixture is diluted with methylene 



EXAMPLE 13 



20 



l.Amino-l-Gyano-3-(piperid-l-yI)-propane. 
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chloride and the layers separated The organic layer is dried over Na2S04, decanted and 
concentrated to yield N-methoxy-N-methyl-propenamide. 

The above amide (1 equiv) is dissolved in THF. Piperidine (1.1 equiv) is added and the 
5 reaction solution is stirred at ambient temperature for 48 h. The reaction mixture is 
concentrated and the product is piirified by flash chromatography on siUca using 
MeOH/CH2Cl2 as mobile phase to yield N-metho3cy-N-methyl-3-(piperid-l-yl)- 
propananude. 

10 The.above amide (1 equiv) is dissolved in dry THF and the solution is cooled to -78 **C. 
Solid LAH (0.5 equiv) is carefully added. The reaction mixture is then immersed in an 
ice-bath at 0 and stirred 30 min. The reaction is quenched by the addition of EtOAc 
followed by water. The mixture is diluted with Et20 and the layers are separated. The 
organic is washed with brine, dried over Na2S04, decanted and concentrated to yield 3- 

15 (piperid-l-yl)-propanal which is used immediately in tiie next step. 

The above aldehyde (1 equiv) is mixed with NaCN (1.1 equiv), NH4CI (1.1 equiv) are 
mixed together in 2 Molar NHs/MeOH (4 equiv NH3). The flask is fitted with a reflux 
condenser and the mixture is refluxed. At the end of each of the first 3 h an additional 

20 equivalent of NH3 in MeOH is added. The reaction mixture is cooled and the excess 
solids are filtered away on a fiit. The filtrate is concentrated by rotary evaporation and 
the residue is triturated with diethyl ether and the mixture is filtered again. The filtrate is 
concentrated on a rotov^. The product is purified, if necessary, by flash 
chromatography on silica with EtOAc/hexanes as an eluent to yield l-amino-l-cyano-3- 

25 (piperid-l-yl)-propane. 

EXAMPLE 14 
Ammo-l-cyano-2-(piperid-l-yI)-.ethane. 
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Bromoacetylchloride (1.0 equiv) is dissolved in dry methylene chloride and the solution 
is cooled to -20 °C in a methanol/ice bath. Solid NjO-dimethylhydroxylamine 
hydrochloride (1 equiv) is added followed by dropwise addition of EtaN (2.2 equiv). The 
5 reaction is stirred for 1 h and then poured into ice-water. The n^xture is diluted with 
methylene chloride and the layers separated. The organic layer is dried over Na2S045 
decanted and concentrated to yield N-methoxy-N-methyl-2-bromo-ethanamide. 

The above amide (1 equiv) is dissolved in TEIF. Piperidine (1.1 equiv) is added and the 
10 reaction solution is stirred at ambient temperature for 48 h. The reaction mixture is 
concentrated and the product is purified by flash chromatography on silica using 
MeOH/CH2Cl2 as the mobile phase to yield N-methoxy-N-methyl-2-(piperid-l-yl)- 
ethanamide. 

15 The above amide (1 equiv) is dissolved in dry THF and the solution is cooled to -78 ®C. 
SoUd LAH (0.5 equiv) is carefully added. The reaction mixture is then immersed in an 
ice-bath at 0 °C and stirred 30 min. The reaction is quenched by the addition of EtOAc 
followed by water. The mixture is diluted with BtaO and the layers are separated. The 
organic is washed with brine, dried over Na2S04, decanted and concentrated to yield 3- 

20 (piperid-l -yl)-ethanal which is used immediately in the next step. 

The above aldehyde (1 equiv) is mixed with NaCN (1.1 equiv) and NH4CI (1.1 equiv) in 
2 Molar NHs/MeOH (4 equiv NH3). The flask is fitted with a reflux condenser and 
mixture is refluxed for 4 h. Attheendof each of the first 3 ban additional equivalent of 
25 NHsinMeOHisadded. The reaction mixture is cooled and the excess solids are filtered 
away on a fiit. The filtrate is concentrated by rotary evaporation and the residue is 
triturated with diethyl etiier and the nuxture is filtered again. The filtrate is concentrated 
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on a rotov^. The product is purified, if necessary, by flash chromtography on siKca gel 
with EtOAc/hexanes as eluent to yield l-amino-l-cyano-2-(pipeiid-l-yl)-ethane. 

EXAMPLE 15 

l-Amino-l-cyano-2-(l-methyl-piperid-4-yQ-etfaane. 




2-(l-Mefliylipiperid-4-yl)-elhanoic acid ethyl ester is prepared fix)m l-methyl-piperid-4- 
one (1 equiv), triethyl phosphono acetate (1 equiv) and NaH (1.1 equiv) in benzene 
followed by reduction of the alkene bond according to the procedure of Cignarella etc. (/ 
Heterocyclic Chem 1993, 30 (5), 1337-1340). 

The above ester (1 equiv) is dissolved in MeOH and 1 N LiOH (3 equiv of hydroxide) is 
added. The mixture is stirred until the starting material is consumed. Concentrated HCl 
is added until the pH = 2 (as judged by pH pq)er). The mixture is then concentrated by 
lyophilization to yield 2-(l-methyl-pq)erid-yl)-ethanoic acid hydrochloride as a mix with 
Lia 

The above mixture (about 1 equiv of caiboxylic add) is suspended in DMF. EDC (1.1 
equiv) is added followed by N-methyhnorpholine (3.0 equiv). After 20 min, solid N,0- 
dimettiylhydroxylamine hydrochloride is added and the resulting mixture is stirred for 16 
h. The mixture is diluted with saturated aqueous bicaibonate solution and the product 
extracted twice with EtOAc. The organic layer is washed wifli brine, dried ovct Na2S04, 
decanted and concentrated. The product is purified by flash chromatogrq)hy on silica 
using MeOH/CH2Cl2 as eluent to yield N,0-dimethyl-2-(l-methyl-piperid-4-yl)- 
ethanamide. 
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The above amide (1 equiv) is dissolved in dry THF and the solution is cooled to -78 **C. 
Solid LAH (0.5 equiv) is carefully added The reaction mixture is then immersed in an 
ice-bath at 0 **C and stirred. The reaction is quenched by the addition of EtOAc followed 
5 by water. The mixture is diluted with EtaO and the layers are separated. The organic 
layer is washed with brine, dried over Na2S04, decanted and concentrated to yield 2-(l- 
methyl-piperid-4-yl)-ethanal which is used immediately in the next step. 

The above aldehyde (1 equiv) is mixed with NaCN (1.1 equiv) and NH4CI (1.1 equiv) in 
10 2 Molar NHs/MeOH (4 equiv NH3). The flask is fitted with a reflux condenser and the 
mixture is refluxed. At the end of each of the first 3 h an additional equivalent of NH3 in 
MeOH is added. The reaction mixture is cooled and the excess solids are filtered away 
on a Mt The filtrate is concentrated by rotary ev^oration and the residue is triturated 
with diethyl ether and the mixture is filtered again. The filtrate is concentrated on a 
15 rotov^. The product is purified, if necessary, by flash chromatography on silica with 
EtOAc/hexanes as an eluent to yield l-amino-l-cyano-2-(l-methyl-piperid-4-yl)-ethane. 

EXAMPLE 16 

20 Amino-cyano-(furaii-2-yl)-methane* 

Furfural (1.0 equiv) is mixed with NaCN (1.1 equiv) and NH4CI (1.1 equiv) in 2 Molar 
NHa/MeOH (4 equiv NH3). The flask is fitted with a reflux condenser and mixture is 
refluxed. At tibie end of each of the first 3 h an additional equivalent of NH3 in MeOH is 
25 added. The reaction mixture is cooled and the excess solids are filtered away on a Mt 
The filtrate is concentrated by rotary evaporation and ttie residue is triturated with diethyl 
ether and the mixture is filtered again. The filtrate is concentrated on a rotovap. The 
product is purified, if necessary, by flash chromatography on silica gel with 
EtOAc/hexanes as an eluent to yield amino-cyano-(furan-2-yl)methane. 
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In addition, the following amino-nitriles may be prepared ftom the conmercially 
available aldehydes in a manner identical to that for amino-cyano-(furan-2-yl)-methaae. 

5 Aniino-cyano-(furan-3 -yl)-methane 

Amino-cyano-(thiophen-2-yl)-methane 

Amino-cyano-(thiophen-3-yl)-mefhane 

Amino-cyano-(thiazol-2-yl)-methane 

Amino-cyano-(thiazol-4-yl)-methane 
10 Anmio-cyano-(thiazol-5-yl)-methane 

Amino-cyano-(oxazol-2-yl)-methane 

Amino-cyano-(oxazol-4-yl)-methane 

Amino-C3^o-(oxazol-5-yl)-mefhane 

Amino-cyano-(pyrid-2-yl)-methane 
15 Amino-cyano-(pyrid-3-yl)-methane 

Amino-cyano-(pyrid-4-yl)-methaae 



METHODS OF THERAPEUTIC USE 

25 The con5)Ounds of the invention are useful in inhibiting the activity of cafhq>sin S, K, F, 
L and B. In doing so, these compounds are useful in blocking disease processes mediated 
by these cysteine proteases. 

Compounds of tiiis invention effectively block degradation of the invariant chain to CLIP 
30 by cathepsin S, and thus inhibit antigen presmtation and antigen-specific immune 
responses. Control of antigen specific immune responses is an attractive means for 
treating autoimmune diseases and other undesirable T-cell mediated immune responses. 
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Thus, there is provided methods of treatment using the compounds of this invention for 
such conditions. These encompass autoimmune diseases and other diseases involving 
inappropriate antigen specific immune responses including, but not limited to, 
rheumatoid arthritis, systemic lupus erythematosus, Crohn's disease, ulcerative coUtis, 

5 multiple sclerosis, GuiUain-Barre syndrome, psoriasis, Grave's disease, myasthenia 
gravis, scleroderma, glomerulonephritis, dermatitis including contact and atopic 
dermatitis, insulin-dependent diabetes mellitus, endometriosis and asthma including 
allergic asthma. The compounds of the invention can also be used to treat other disorders 
associated with extracellular proteolysis such as Alzheim^'s disease and atherosclerosis. 

10 The compounds of the invention can also be used to treat other disorders associated with 
inappropriate autoimmune responses, T-cell mediated immune responses, or extracellular 
proteolysis mediated by cathepsin S, unrelated to those listed above or discussed in the 
Background of the Invention. Therefore, the invention also provides methods of 
modulating an autoimmune disease comprising administering to a patient in need of such 

15 treatment a phaimaceutically effect amount of a compound according to the invention. 

Compounds of the invention also inhibit cathepsin K. In doing so, they may block 
inappropriate degradation of bone collagen and other bone matrix proteases. Thus, there 
is provided a method for treating diseases where these processes play a role such as 
20 osteoporosis. Inhibition of cathepsins F, L, and B are also within the scope of the 

invention due to similarity of the active sites in cysteine proteases as described above. 

For therapeutic use, the compounds of the invention may be administered in any 
conventional dosage form in any conventional manner. Routes of administration include, 
25 but are not limited to, intravenously, iatramuscularly, subcutaneously, intrasynovially, by 
infusion, sublingually, transdermally, orally, topically or by inhalation. The preferred 
modes of administration are oral and intravenous. 

The compounds of this invention may be administered alone or in combination with 
30 adjuvants that enhance stability of the inhibitors, facilitate administration of 

pharmaceutical compositions containing them in certain embodiments, provide increased 
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dissolution or dispersion, increase inhibitory activity, provide adjunct theiBpy, and the 
like, including other active ingredients. Advantageously, such combination therapies 
utilize lower dosages of the conventional therapeutics, thus avoiding possible toxicity and 
adverse side effects incurred when those agents are used as monotherapies. Compounds 

5 of the invention may be physically combined with the conventional therapeutics or other 
adjuvants into a single pharmaceutical composition. Advantageously, the compoxmds 
may then be administered together in a single dosage form. In some embodiments, the 
pharmaceutical compositions comprising such combinations of compounds contain at 
least about 15%, but more preferably at least about 20%, of a compound of the invention 

10 (wAv) or a combination thereof. Alternatively, the compounds may be administered 
separately (either serially or in parallel). Separate dosing allows for greater flexibility in 
the dosing regime. 

As mentioned above, dosage forms of the compounds of this invention include 

15 phannaceutically acceptable carriers and adjuvants known to those of ordinary skill in the 
art. These carriers and adjuvants include, for example, ion exchangers, alumina, 
aluminum stearate, lecithin, serum proteins, buffer substances, water, salts or electrolytes 
and cellulose-based substances. Preferred dosage forms include, tablet, capsule, caplet, 
liquid, solution, suspension, emulsion, lozenges, syrup, reconstitutable powder, granule, 

20 suppository and transdermal patch. Methods for preparing such dosage forms are known 
(see, for example, H.C. Ansel and N.G. Popovish, Pharmaceutical Dosage Forms and 
Drug Delivery Systems, 5th ed.. Lea and Febiger (1990)). Dosage levels and 
requiremmts are well-recognized in the art and may be selected by those of ordinary skill 
in tiie art fiom available methods and techniques suitable for a particular patient. In some 

25 embodimrats, dosage levels range firom about 10-1000 mg/dose for a 70 kg patient 
Although one dose per day may be sufQcient, up to 5 doses per day may be given. For 
oral doses, \xp to 2000 mg/day may be required. As the skilled artisan will appreciate, 
lower or higiher doses may be required depending on particular factors. For instance, 
specific dosage and treatmoit regimens will depend on factors such as the patient's 

30 general health profile, the severity and course of the patient's disorder or disposition 
thereto, and the judgment of the treating physician. 
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ASSESSMENT OF BIOLOGICAL PROPERTIES 
Expression and Purification of recombinant hiunan Cathepsin S 

5 

Cloning of human cathepsin S: 

U937 RNA was subjected to reverse transcriptase / polymerase chain reaction with 
primer A (5'cacaatgaaacggctggtttg 3*) and primer B (5'ctagatttctgggtaagaggg 3') 
designed to specifically amplify the cathepsin S cDNA. The resulting 900 bp DNA 
10 fragment was subcloned into pGEM-T (Promega) and sequenced to confirm its identity. 
This construct was used for all subsequent manipulations. This procedure is typical for 
cloning of known genes and is established in its field. 

Human Pr&-Pro-Cat S was removed firom pGem-T vector (Promega, 2800 Woods Hollow 
15 Rd, Madison, WI 5371 1) by digestion with restriction en2yme SacII, followed by 
treatment with T4 DNA polymerase to generate a blunt end, and a second restriction 
enzyme digest with Sail. It was subcloned into pFastBacl donor plasmid (GibcoBRL, 
8717 Grovemont Cr., Gaithersburg, MD 20884) which had been cut with restriction 
enzyme BamHl and blunt-ended and then cut with restriction enzyme Sail. The ligation 
20 mixture was used to transform DH5a competent cells (GibcoBRL) and plated on LB 

plates containing lOOug/mL ampicillin. Colonies were grown in overnight cultures of LB 
media containmg 50ug/mL Ampicillin, plasmid DNA isolated and correct insert 
confirmed by restriction enzyme digestion. Recombinant pFastBac donor plasmid was 
transformed into DHlOBac competent cells (GibcoBRL). Large white colonies were 
25 picked from LB plates containing 50ug/mL kanamycin, 7ug/mL gentamicin, lOug/niL 
tetracycline, lOOug/mL Bluo-gal, and 40ug/mL IPTG. DNA was isolated and used to 
transfect S& insect cells using CellFECTIN reagent (GibcoBRL). Cells and siqiematant 
were harvested after 72 hours. Viral supernatant was passaged twice and presence of Cat 
S confirmed by PCR of tiie supernatant 
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SF9 cells were infected with recombinant baculovirus at a MOI of 5 for 48-72 hrs. Cell 
pellet was lysed and incubated in buffer at pH 4.5 at 37 for 2 hours to activate Cat S from 
pro-fonn to active mature forai (Bromme, D & McGrath, M., Protein Science. 1996, 
5:789-791 .) Presence of Cat S was confirmed by SDS-PAGE and Western blot using 
5 rabbit anti-human proCat S. 

Inhibition of Cathepsin S 

Human recombinant cathepsin S expressed in Baculovirus is used at a final concentration 
10 of 10 nM in buffer. Buffer is 50 mM Na acetate, pH 6.5, 2.5 mM EDTA, 2.5 mM TCEP. 
Enzyme is incubated with either compound or DMSO for 10 min at 37 *^C. Substrate 7- 
amino-4-methylcoumarin, CBZ-L-valyl-L-valyl-L-argimneamide (custom synthesis by 
Molecular Probes) is diluted to 20 uM in water (final concentration of 5 M), added to 
assay and incubated for additional 10 minutes at 37 ^C. Compound activity is measured 
15 by diminished fluorescence compared to DMSO control when read at 360 nm excitation 
and 460 mn emission. 

Examples listed above were evaluated for inhibition of cathepsm S in the above assay. 
All had ICso values of 100 micromolar or below. 

20 

Inhibition of Cathepsin K, F, L and B: 

Inhibition of these enzymes by particular compounds of the invention may be determined 
wifliout undue experimentation by using art recognized methods as provided hereinbelow 
25 each of which is incorporated herein by reference: 

Cathepsin B, and L assays are to be found m the following references: 

30 1 . Methods in Enzymology, Vol.244, Proteolytic Enzymes: Serine and Cysteine 
Peptidases, Alan J. Barrett, ed. 
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Caftepsin K assay is to be found in the following reference: 

2. Bromine, D., Okamoto, K., Wang, B. B., and Biroc, S. (1996) /. Biol Chem, 271, 
5 2126-2132. 

Cathepsin F assays are to be found in the following references: 

10 3. Wang, B., Shi, G.P., Yao, P.M., li, Z., Chapman, H.A., and Bromme, D. (1998) 
Biol. Chem. 273, 32000-32008. 

4. Santamaria, L, Velasco, G., Pendas, A.M., Paz, A., and Lopez-Otin, C (1999) J. Biol. 
Chem. 274, 13800-13809. 

15 

Preferred compounds to be evaluated for inhibition of Cathepsin EI, F, L and B in the 
above assays desirably have IC50 values of 100 micromolar or below. 
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What is claimed is: 

1 . A compound of the fonnula (la) or (lb): 




wherein: 

Ri is a bond, hydrogen, Cl-10 alkyl, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, C3-8 
cycloalkyloxy, aryl, benzyl, tetrahydronaphthyl, indenyl, indanyl, Cl-lOalkylsulfonylCl* 
lOalkyl, C3-8cycloalkylsulfonylCl-10alkyl, arylsulfonylCl-lOalkyl, heterocyclyl 
selected fiom azepanyl, azocanyl, pyrrolidinyl, piperidinjd, moipholinyl, 
thiomoipholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, thiopyranyl, furanyl, tetrahydiofuranyl, thienyl, pyrrolyl, oxazolyl, 
isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazuiyl, pyridazinyl, 
tetrazolyl, pyrazolyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
benzoxazoljd, benzisoxazolyl, quinolinyl, tetrahydroquinolinyl, isoquinolinyl, 
tetrahydroisoquinolinyl, quinazolinyl, tetrahydroquinazolinji and quinoxalinyl, 
heterocyclyloxy wherein the heterocyclyl moiety is selected from those herein described 
in this paragraph, hydroxy or anoino; wherein R] is optionally substituted by one or more 



Rfl is a bond, Cl-10 alkyl, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholin>d, thiomoipholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl. 
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tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzfanidazoljd, benzthiazolyl, bensxjxazolyl, benzisoxazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, Cl-lOalkanoyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by CMO alkyl, aryl, pyrrolidinyl, piperidinyl, morphoUnyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridmyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Ra is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
moipholinyl, thiomorpholinyl, pipwazmyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinji, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzofliienyl, benzimidazolyl, brazthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is Cl-10 alkoxycarbonylamino, aryloxycarbonylammo, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 aUcylanunosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrroUdinyl, piperidinyl, morphoUnyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazol^ quinolinyl, isoquinolinyl, quinazolinyl or 
quuioxalinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, caiboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rb; 
with the proviso that Ri and Ra sunultaneously cannot be a bond; 
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Rb is a CI -6 saturated or unsaturated branched or unbranched carbon chain 
optionally partially or fully halogenated wherein one or more carbon 
atoms are optionally replaced by 0, N, S(0), S(0)2 or S and wherein said 
chain is optionally indq)endently substituted with 1-2 oxo groups, -NH2, 
or one or more Cl-4 alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl; 

or Rb is C3-6 cycloalkyl, aryl, aryloxy, benzyloxy, halogen, hydroxy, 0x0, 
carboxy, cyano, nitro, mono-Cl-Salkylamino, di-Cl-5alkylamino, 
carboxamide, amidino or guanidino; 

R2 is hydrogen or CI -3 alkyl; 

R3 is a bond, hydrogen, alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N wherein it shall be understood if N is not substituted by Rc then it is NH, or 
R3 is C2-10alkylene, heterocyclylCl-5 alkyl wherein the heterocyclic moiety is selected 
from pyrroUdinyl, piperidinyl, morpholinyl, thiomorpholinyl, 8-aza- 
bicyclo[3»2.1]octane, silinane, piperazinyl, indolinyl, fturanyl, tetrahydrofuranyl, pyranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
dihydrobenzofuranyl, octohydrobenzofiiranyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzfbiazolyl, tetrahydroquinolinyl, quinolinyl, tetrahydroisoquinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, CS-S cycloalkyl, arylCl-Salkyl or aryl 
wherein R3 is optionally substituted by one or more Rc; 

Rc is C3-8 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyli bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-12 cycloalkyl, cubanyl, 1,2,3,4- 
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tetrahydron£q)hthyl, decahydronaphthyl, pyrrolidinyl, piperidinyl, moipholinyl, 
thiomoipholinyl, piperazinyl, indolinyl, fiiranyl, tetrahydrofbranyl, pyranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, dihydrobenzofuranyl, octohydrobenzofiiranyl, benzofiiranyl, 
benzothienyU benzimidazolyl, benzthiazolyl, tetrahydroquinolinyl, quinolinyl, 
tetrahydroisoquinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, aryloxy, aroyl, 
aryloxycarbonyl, aroyloxy, 

or Rc is aioylamino, alkylthio, arylthio, aryloxycarbonylainino, 
arylcarbamoyloxy, arylsulfonylamino, arylaminosulfonyl, amino wherein the 
nitrogen atom maybe independently mono or di-substituted by CI -10 alkyl, aryl, 
pyrrolidinyU piperidinyl, moipholinyl, thiomoipholinjd, piperazinyl, indolinyl, 
fiiranyl, thienyl, pyrrolyl, oxazolyl, fhiazolyl, imidazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 

may be fiirther optionally substituted by one or more R<i; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-Salkyl, Cl-5 alkoxy, 
aryloxy, arylCl-Salkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, 
cyano, nitro, amidino or guanidino; 

R2 and R3 together with the carbon they are attached optionally fi^rm a nonaromatic 5-7 
membered cycloalkyl or heterocyclic ring; 



each R4 is independently hydrogen, hydroxy or Cl-3 alkyl; 



Rs is hydrogen, alkyl, alkoxy, alkoxyalkyl or arylalkyl; 



R9 is hydrogen, alkyl wherein one or more carbon atoms are optionally replaced by O, S 
or N wherein it shaU be understood if N is not substituted by Rc then it is NH, or R9 is 
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cycloalkyl, aryl, heterocyclyl, aryl, heteroaryl or cyano, wherein R9 is optionally 
substituted by one ormore R^; 

Rc is selected from alkyl, cycloalkyl, aryl, aroyl, heterocyclyl, heteroaryl, halogen, 
hydroxy, 0x0, carboxy, cyano, nitro, amidino and guanidino, Re may be further 
optionally substituted by one or more Re; 

Rf is selected from alkyl, cycloalkyl, aryl optionally substituted by one or 
more groups selected from halogen, methyl or methoxy, heterocyclyl, 
heteroaryl, alkoxy, aryloxy, aroyl, arylalkoxy, alkoxycarbonyl, 
aryloxycarbonyl, alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independentiy mono or di-substituted by alkyl, aryl, 
heterocyclyl or heteroaryl, alkanoylammo, aroylamino, alkylcarbamoyl, 
arylcarbamoyl, alkylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein eittiCT nitrogen atom may be 
independently substituted by alkyl, aryl, heterocyclyl or heteroaryl, 
alkoxycarbonylamino, aryloxycarbonylamino, alkylcaibamoyloxy, 
arylcarbamoyloxy, alkylsulfonylamino, arylsulfonylamino, 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by alkyl, aryl, heterocyclyl 
or heteroaryl, halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino and 
guanidino; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic caibocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofiised and optionally substituted with one or 
more Rg; 

Rg is selected from alkyl, aryl, alkoxycarbonyl, aryloxycarbonyl, 
arylalkoxycaibonyl, carbamoyl wherein the nitrogen atom may be optionally 
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mono or di-substituted with a group selected firom alkyl, cycloalkyl, aryl, 
arylalkyl, heterocyclyl, heteroaryl, halogen, hydroxy, carboxy and cyano; 

R6is 

hydrogen, hydroxy, nitrile or 

a CI -6 saturated or unsaturated branched or unbranched alkyl optionally partially or fully 
halogenated wherein one or more C atoms are optionally replaced by O, NH, S(0), S(0)2 
or S and wherein said chain is optionally independently substituted with 1-2 oxo groups, - 
NH2> one or more Cl-4 alkyl, C3-7 cycloalkyl, pyrroUdinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piparazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl, benzoxazolyl or quinoxalinyl; 

wherein Ri and R6 in the formulas (la) or (lb) optionally form a 4 to 8 membered mono- 
or 7-14 membered polycyclo heteroring system, each aromatic or nonaromatic, wherein 
each ring is optionally substituted by one or more R?; 

each R7 and Rg are independently: 

hydrogen, CI -5 alkyl chain optionally interrupted by one or two N, O or S(0)ni and 
optionally substituted by 1-2 0x0, amino, hydroxy, halogen, Cl-4alkyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, 
furanyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, benzoxazolyl or quinoxalinyl, 

aryl, aryloxy, aroyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyridinyl, pyrimidinyl, Cl-S 
a]kano}d, Cl-S alkoxycarbonyl, aryloxycarbonyl, benzyloxycarbonyl. 
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Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio, arylfliio Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyi, C3-6 cycloalkyi and 
benzyloxy 

each of the afoiemraitioned are optionally halogenated, 
5 halogen, hydroxy, oxo, carboxy, nitrile, nitro or NH2C(0)-; 

misO, 1 or 2; 
and 

X is =0, =S or =N-R« wherein R<5 is as defined above, or the 

10 

phannaceuticaUy acceptable salts, esters, tautomers, individual isomers and mixtures of 
isomers thereof. 



15 



2. The compound according claim 1 wherein: 

Ri and of flie formula (fa) or formula (lb) form: 
a monocyclic 5, 6 or 7 membered aromatic or nonaromatic heterocyclic ring 
optionally substituted by R7; 

a bicyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic 
heterocycUc ring fused to a second 5-7 membered aromatic or nonaromatic heterocycUc 
or caibocyclic ring wherein each ring is optionally independently substituted by one or 
moreR?; 

or a tricyclic ring wherein the abovementioned bicyclic ring is further fused to a 
third 5-7 membered aromatic or nonaromatic heterocyclic or carbocyclic ring wherein 
each ring is optionally independently substituted by one or more R7; 

R2 is hydrogen or methyl or ethyl; 



R3 is a bond, hydrogen, Cl-10 alkyl wherein one or more carbon atoms are optionally 
replaced by O, S or N, or R3 is C2-5alkylene, C3-7 cycloalkjd, heterocyclylCl-5 alkyl 
wherein the heterocycUc moiety is selected &om pyrroUdinyl, piperidinji, morpholinyl. 



191 



wo 03/029200 



PCT/US02/30644 



thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, indolinyl, furanyl, 
tetrahydrofuranyl, pyranyl, tetrahydiopyranyl, tetrahydrothiopyranyl, thienyl, pynolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl and indolyl, 
arylCl-Salkyl or aryl wherein R3 is optionally substituted by one or more Rc; 

Rc is C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]liexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydron^hthyl, pyrrolidinyl, piperidinyl, morpholinyl, tiiiomorpholinyl, 
piperazinyl, indolinyl, fiiranyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, 
thioiyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, aryloxy, aroyl, arjdoxycarbonyl, aroyloxy, 
or Rc is aroylamino, arylthio, aryloxycaibonylamino, arylcarbamoyloxy, 
arjdsulfonylamino, arylaminosulfimyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, pyirolidinyl, 
piperidinyl, morpholinyl, thiomorpholmyl, piperazinyl, indolinyl, furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, teti^lyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more Rj; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-4 

alkyl, Cl-5 alkoxy, aryloxy, arylCl-5alkoxy, aroyl, halogen, hydroxy, 0x0 

or cyano; 

R4 is hydrogen or methyl; 
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R9 is hydrogen, Cl-12 alkyl wherein one or more caibon atoms are optionally replaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, tihiomorpholinyl, piperazinyl and indolinyl, heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, 
isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzoftiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, purinyl, qninolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, 
phenothiazinyl and phenoxazinyl, aryl or cyano, wherein R9 is optionally substituted by 
one or more Re; 



Re is selected from Cl-8 alkyl, C3-7 cycloalkyl, arjd, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinjd; heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, mdolyl, isoindolyl, 
benzofiaranyl, benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and 
phenoxazinyl, halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino and 
guanidino. Re may be fiirther optionally substituted by one or more Rf, 



Rf is selected from Cl-8 alkyl, C3-7 cycloalkyl, aryl optionally substituted 
by one or more groups selected from halogen, methyl or methoxy, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
fijranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isoMazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, 
pyridinyl, pyridazinyl, pyrimidin^, pyrazinyl, indoljd, isoindolyl, 
benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazol^, purinyl, 
quinolin^, isoquinolinyl, quinazolinyl, quinoxalinji, carbazolyl, 
phenothiazinyl and phenoxazinyl, Cl-8 alkoxy, aryloxy, nroyU arylCl- 
Salkoxy, Cl-8 alkoxycarbonyl, aryloxycaibonyl, Cl-8 alkanoyloxy. 
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aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by CI -8 alkyl, aryl, heterocyclyl selected from 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinyl, or heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, 
triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, 
pyrazinyl, indolyl, isoindolyl, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, puxinyl, quinolinyl, isoquinolinyl, quinazoUnyl, 
quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, Cl-8 
alkanoylamino, aroylamino, Cl-8 alkyltbio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, aryltiiio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, urddo wherein either nitrogen atom 
may be independently substituted by alkyl, aryl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl 
and indolinyl, or heteroaiyl selected from furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isotihiazolyl, 
oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, 
quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, 
alkoxycarbonylamino, aiyloxycaibonylamino, alkylcarbamoyloxy, 
arylcarbamoyloxy, alkylsulfonylamino, arylsulfonylanuno, 
alkylannnosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl, Aiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, 
isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofiiranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinjd, carbazolyl, phenothiazinyl and 
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phenoxa2dnyl, halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino and 
guanidino; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofiised and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-8 alkyl, aryl, Cl-8 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-Salkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally 
mono or di-substituted with a group selected from Cl-8 alkyl, C3-7 cycloalkyl, 
aryl, arylCl-Salkyl, heterocyclyl selected from pyrrolidinjd, piperidinyl, 
moipholinyl, thiomorpholinyl, pip^razinyl and indolinyl, or heteroaryl selected 
from friranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzoftiranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, 
quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, halogen, 
hydroxy, carboxy and cyano; 

R7 and R« are independently hydrogen, CI -5 alkyl, C3-6 cycloalkyl, aryl, CI -5 alkoxy, 
aryloxy, benzyloxy each of the aforementioned are optionally halogenated, halogen, 
hydroxy, 0x0, carboxy, nitrile, nitro or NH2C(0)-; 

m is 0, 1 or 2 and 

XisOorS. 

3. The compound according claim 2 wherein: 
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Ri and of the formula (la) or Formula (lb) form: 

a monocyclic 5 or 6 membered aromatic or nonaromatic heterocyclic ring optionally 
substituted by Ry; 

a bicyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic heterocyclic ring 
fused to a second 5-6 membered aromatic or nonaromatic heterocyclic or carbocyclic 
ring wherein each ring is optionally independently substituted by one or more R?; 

or a tricycUc ring having one 5, 6 or 7 membered aromatic or nonaromatic heterocyclic 
ring fused to a 5-6-membered aromatic or nonaromatic caifoocyclic ring which in turn is 
fused to a 5, 6 or 7 membered aromatic or nonaromatic heterocyclic ring; 

R2 is hydrogen or methyl; 

R3 is a bond, hydrogen, CI -10 alkyl wherein one or more carbon atoms are optionally 
replaced by O, S or N, or R3 is C2-5alkylene, C4-6 cycloalkyl, heterocyclylCl-5 alkyl 
wherein the heterocyclic moiety is selected from pyrrolidmyl, piperidinyl, moipholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, siUnane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, or arylCl-2alkyl wherein R3 is 
optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, phenyl, n^hthyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyi, bicyclo[3.L0]hexanyI, 
bicyclo[Ll.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphfliyl, pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, 
indolinyl, fiiranyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridin>1, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothirayl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoqumolinyl, quinazolinyl, quinoxalinyl, phenoxy, n^hthyloxy, benzoyl. 
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phenoxycarbonyl, benzoyloxy, benzoylamino, phenylthio, aryloxycarbonylamino, 
arylcarbamoyloxy, arylsulfonylamino, arylaminosulfonyl, amino wherein the 
nitrogen atom may be independently mono or di-substituted by CI -5 alkyl or aryl, 
or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be ftirther optionally substituted by one or more R^; 

Rd is Cl-3 alkyl, C3-6 cycloalkyl, phenyl, benzyl, Cl-3 alkoxy, phenoxy, 
phenylCl-Salkoxy, benzoyl, halogen, hydroxy, oxo or cyano; 

R4 is hydrogra; 

R5 is hydrogen, Cl-8 alkyl, Cl-3 aIkoxyCl-3 alkyl, Cl-8 alkoxy, phenylCl-5 alkyl or 
naphthylCl-5 alkyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by 0, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl aad qninoxalinyl, aryl or cyano, 
wherein R9 is optionally substituted by one or more R^; 

Rc is selected from CI -5 alkyl, C3-7 cycloalkyl, aryl, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinyl; hetoroarjl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, tiiazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofiiranyl, benzothienyl, benzimidazoljd, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, 0x0, carboxy, 
cyano, nitro, anudino and guanidino. Re may be further optionally substituted by 
one or more Rf; 
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Rf is selected from Cl-5 alkyl, C3-7 cycloalkyl, aiyl optionally substituted 
by one or more groups selected from halogen, methyl or methoxy, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, moipholinyl, 
thiomorpholinyl, piperazinyl and indolinyl, heteroaryl selected from 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl and quinoxalinyl, Cl-5 alkoxy, aryloxy, aroyl, arylCl- 
Salkoxy, Cl-5 aUcoxycarbonyl, aryloxycaibonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl selected from 
pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl and 
indolinyl or heteroaryl selected from fiuranjd, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofiuranyl, benzothienyl, benzimidazoljd, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and qtdnoxalinyl, 
Cl-5 alkanoylanoino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulftu" atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from ftiranyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and 
quinoxalinyl, Cl-5 alkoxycarbonylamino, aryloxycaifoonylamino, Cl-5 
alkylcarbamoyloxy, arylcaibamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted 
by Cl-5 alkyl, aryl, heterocyclyl selected from pyirolidinyl, piperidin^, 
moipholinyl, thiomorpholinyl, piperazinyl and indolinyl^ or heteroaryl 
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selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, amidino and guanidino; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-5 alkyl, aryl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, arylCl- 
Salkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 alkyl, C3-7 cycloalkyl, aryl, arjdCl-Salkyl, 
heterocyclyl selected from pyirolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoqxiinolinyl, 
quinazolinyl and quinoxalinyl, halogen, hydroxy, carboxy and cyano; 

R7 and Rg are independently hydrogen, CM alkyl, C5-6 cycloalkyl, Cl-4 alkoxy, 

halogen, hydroxy, 0x0, carboxy, nitrile, nitro or NHiCCO)-; 

and 

XisO. 

4. The compound according claim 3 wherein: 
Ri and R6 of the formula (la) or formula (lb) form: 
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a bicyclic ring having one 5 or 6 membered aromatic or nonaromatic heterocyclic ring 
fused to a second 5-6 membered heteroaryl, heterocycle or phenyl ring; 

or a tricyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic heterocyclic 
ring fiised to a 5-6-membered aromatic or nonaromatic carbocyclic ring which in turn is 
fused to a 5, 6 or 7 membered aromatic or nonaromatic heterocyclic ring; 
wherein each ring is optionally independently substituted by one or two R7 

R2 is hydrogei^ 

R3 is a bond, Cl-10 alkyl wherein one or more carbon atoms are optionally replaced by 
0, S or N, or R3 is C2-4alkylene, C5-6 cycloaDcyl, heterocyclylCl-3 alkyl wherein the 
heterocyclic moiety is selected fi:om pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, phenyl, naphthyl, indanyl, bicyclo[2.2,l]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, furanyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofuranyl, benzothienyl, benzthiazolyl, 
phenoxy, naphthyloxy, benzoyl, phenoxycarbonyl, benzoyloxy, benzoylamino, 
phenylthio, phenoxycaifoonylamino, arylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, amino wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-3 alkyl or phenyl, 

or Rc is halogen, hydroxy, 0x0, carboxy or cyano, Rc may be further optionally 
substituted by one or more R^; 

Rd is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, 0x0 or cyano; 



200 



wo 03/029200 



PCTAJS02/30644 



Rs is hydrogen, Cl-5 alkyl, Cl-3 alkoxyCl-3 alkyl, beii2yl or phenethyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazohnyl and quinoxalinyl, phenyl, naphthyl 
or cyano, wherein R9 is optionally substituted by one or more R^;. 

Re is selected &om Cl-5 alkyl, C3-7 cycloalkyl, phenyl, naphthyl, aroyl, 
heterocyclyl selected from pyrrolidinyl, pipeiidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from furanyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofriranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, Cl-5 
alkoxy, aryloxy, aroyl, arylCl-Salkoxy, heteroarylCl-Salkoxy, Cl-5 
alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, aryl, heterocyclyl selected fit)m piperidinyl, morpholinyl and piperazinyl or 
heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkanoylamino, aroylamino, Cl- 
5 alkylthio wherein the sulfur atom may be oxidized to a sulfoxide or sulfone, 
arylthio wherein Hie sulfur atom may be oxidized to a sulfoxide or sulfone, 
arylCl-5 alkylthio wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, ureido wherein either nitrogen atom may be independentiy substituted by 
Cl-5 alkyl, aryl, heterocyclyl selected from piperidinyl, moipholinyl and 
piperazinyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, indolyl, beDZofuranjd, benzothienyl. 
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benzimidazolyl, benzfhiazolyl, quinolinyl and isoquinolinyl, halogen, hydroxy, 
0X0, nitro, carboxy and cyano, Re may be further optionally substituted by one or 
more Rf ; 

Rf is selected from Cl-5 alkyl, C3-7 cycloalkyl, phenyl optionally 
substituted by one or more groups selected from halogen, methyl or 
methoxy, naphthyl optionally substituted by one or more groups selected 
from halogen, methyl or methoxy, heterocyclyl selected from pyrroUdinyl, 
piperidinyl, morpholmyl, thiomorpholmyl, piperazinyl and indoUnyl; 
heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
unidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidmyl, pyrazinyl, indolyl, 
benzofiiranyl, benzothienyl, b^izimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, Cl-5 alkoxy, aryloxy, 
arylCl-Salkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 
alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from pipwidinyl, morpholinyl and piperazmyl or heteroaryl 
selected from fiu^nyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl, benzofiuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkanoylamino, 
aroylamino, Cl-5 alkylthio wherein the sulfiir atom may be oxidized to a 
sulfoxide or sulfone, arylthio wh^ein the sulfiu: atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, heterocyclyl selected from 
piperidinyl, morpholinyl and piperazinyl or heteroaryl selected from 
fruranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl and isoquinolinyl, Cl-5 alkoxycaibonylamino, 
aryloxycarbonylamino, Cl-5 alkylcaibamoyloxy, arylcarbamoyloxy, Cl-5 
alkylsulfonylamino, arylsulfonylamino, Cl-5 alkylaminosulfon^ 
arylaminosulfonyl, amino wherein the nitrogen atom may be 
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independently mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl and piperazinyl or 
heteroaryl selected from furanyl, tbienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, 
hydroxy, 0X0, carboxy and cyano; 

or Rs and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic carbocycle or a 7 to 14-membered bicyclic carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-5 alkyl, phenyl, n^htfayl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-3alkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono 
or di-substituted with a group selected from Cl-5 alkyl, C3-6 cycloalkyl, phenyl, 
naphthyl, arylCl-Salkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl and piperazinyl or heteroaryl selected from fiiranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyridmyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, hydroxy, carboxy 
and cyano. 

5. The compound according claim 4 wherein: 
Ri and 'Re of the formula (la) or Formula (lb) form: 

a bicyclic ring having one 5-6 membered aromatic or nonaromatic heterocyclic ring 
frised to a phenyl or 5-6 membered aromatic or nonaromatic heterocyclic ring; 

a tricyclic ring having one 5-6 membered aromatic or nonaromatic heterocyclic ring 
frised to a 6-membered aromatic or nonaromatic carbocyclic ring which in turn is fiised to 
a 5-6 membered aromatic or nonaromatic heterocyclic ring; 
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wherein each ring is optionally independently substituted by one or two R7. 

R3 is a bond, CI -10 alkyl wherein one or more carbon atoms are optionally replaced by 
0, S or N, or R3 is C2-4alkylene, C5-6 cycloalkyl, heterocyclylCl-2 alkyl wherein the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morphoUiiyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, indanyl, bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, 
bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, bicyclo[Ll.l]pentanyl, spiroC8-10 
cycloalkyl, cubanyl, 1,2,3,4-tetrahydronaphfliyl, thienyl, oxazolyl, thiazolyl, 
indolyl, benzofuranyl, benzothienyl, benzthiazolyl, phenoxy, benzoyl, 
phenoxycarbonyl, benzoyloxy, benzoylamino, phenylthio, 
phenoxycarbonylamino, phenylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, amino wherein the nitrogen atom may be independently 
mono or di-substituted by methyl, ethyl or phenyl, 

or Rc is fluoro, chloro or 0x0, Rc may be further optionally substituted by one or 
moreRd; 

R<) is methyl, cyclopropyl, phenyl, melhoxy, fluoro, chloro or 0x0; 

R9 is hydrogen, Cl-12 alkyl wherein one or more caibon atoms are optionally replaced 
by O, S or N, C3-6 cycloalkyl, phenyl or cyano, wherein R9 is optionally substituted by 
one or more Re; 

Re is selected Scorn Cl-3 alk}d, C3-6 cycloalkyl, phenyl, mphthyl, axoyl, 
heterocyclyl selected from pyrrolidine, piperidinyl, moipholinyl, fhio 
moipholinyl and piperazinyl; heteroaryl selected from fiiranyl, thienyl, pyrrolyl. 
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oxazolyl, fliiazolyl, imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, qxiinolinyl and isoquinolinyl, Cl-5 alkoxy, 
aryloxy, aroyl, arylCl-Salkoxy, heteroarylCl-Salkoxy, Cl-5 alkoxycarbonyl, 
aryloxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen 
atom may be mdependently mono or di-substituted by Cl-5 alkyl, phenylor 
heteroaryl selected jfrom fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl and indolyl, Cl-5 alkanoylamino, aroylamino, Cl-3 alkylthio wherein 
the sulfur atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the 
sulfur atom may be oxidized to a sulfoxide or sulfone, aiylCl-SaUcylthio wherein 
the sulfur atom may be oxidized to a sulfoxide or sulfone, urddo wherein either 
nitrogen atom may be independently substituted by Cl-5 alkyl or phenyl, Cl-5 
alkoxycarbonylamino, Cl-5 alkylsulfonylamino, arylsulfonylamino, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, phenyl, naphthyl, heterocyclyl selected from piperidinyl, morpholinyl and 
piperazinyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, indolyl, halogen, hydroxy, oxo, nitro, carboxy 
and cyano, Rc may be further optionally substituted by one or more Rf; 

Rf is selected from Cl-3 alkyl, C5-6 cycloalkyl, phenyl optionally 
substituted by one or more groups selected from halogen or methyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl and 
piperazinyl, heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl and indolyl, Cl-5 
alkoxy, aryloxy, arylCl-Balkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl or aryl, Cl-5 
alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ar)dthio wherem the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-5 alkyl or aryl, Cl-5 
alkoxycaibonylamino, aryloxycarbonylamino, Cl-5 alkylcarbamoyloxy. 
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arylcarbamoyloxy, Cl-5 alkykulfonylamino, arylsulfonylamino, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be indq)endently mono or di-substituted by Cl-5 alkyl or aryl, 
halogen, hydroxy, oxo, carboxy and cyano; 

or R5 and R9 together with the carbon they are attached form a carbocyclic ring selected 
from : 




each carbocycUc ring being optionally benzofused and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-5 alkyl, phenyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, arylCl- 
Salkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with Cl-5 aUcyl, C3-6 cycloalkyl, phenyl, naphthyl or arylCl-3alkyl; 
halogen, hydroxy, carboxy and cyano. 

6. The compoxmd according claim 5 wherein: : 
Ri and R6 of the formula (la) form: 
the bicyclic ring: 
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; wherein W is -S(0)n-, >C(0), -0-C(OK -S-C(0)- or -NH-C(O)-, n is 0, 1 



or 2, fused ring A is selected from phenyl, moipholinyl, pyridinyl, pyrimidinyl, pyrazinyl, 
piperidinyl, pyrazolyl, pyrrolyl, pyrrolidinyl, imidazolyl, oxazolyl, thienyl, furanyl and 
thiazinyl and wherein each ring is optionally independently substituted by one or two R?. 

or the tricyclic ring: 



wherein W is -S(OV, >C(0), -0-0(0)-, -S-C(0> or -NH-C(0>, n is 0, 1 or 2, fiised ring 
B is selected from phenyl, morpholinyl, pyridinyl, pyrimidinyl, pyrazinyl, piperidinyl, 
pyrazolyl, pyrrolyl, pyrroUdinyl, imidazolyl, oxazolyl, thienyl, furanyl and thiazinyl and 
wherein each ring is optionally mdependentiy substituted by one or two R7. 

R3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, Cl-5 alkoxyCl-S 
alkyl, Cl-5 alkoxycaibonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 alkylsulfinylCl-5 
alkyl, Cl-5 alkylsulfonylCl-5 alkyl, aminoCl-5 alkyl, mono or di-aIlcylaminoCl-5 alkyl, 
mono or di-alkylamidoCl-5 alkyl, cyclohexyl, heterocyclylCl-2 alkyl wherein the 
heterocycUc moiety is selected from pyrrolidinyl, piperidinyl, morpholinyU 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or n^hthyhnethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is cyclohexyl, cyclopentyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiro[2.5] octanyl, spiro[3.5] nonyl, spin)[4.5] decanyl. 
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cubanyl, 1,2,3,4-tetrahydronaphthyl, phenoxy, benzoyl, phenoxycarbonyl, 
benzoyloxy, phenylthio, fluoio or chloto; 



R9 is hydrogen, Cl-5 alkyl, Cl-5 alkylene, Cl-5 alkoxyCl-5 alkyl, Cl-5 
alkoxycarbonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 alkylsulfinylCl-5 alkyl, Cl-5 
aIkylsulfonylCl-5 alkyl, aminoCl-S alkyl, mono or di-Cl-5alkylaminoCl-5 alkyl, mono 
or di-Cl-S alkylamidoCl-5 alkyl, phenyl, furanyl, thienyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
the formula Re; 

Rc is selected from Cl-3 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, benzoyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, piperidinyl, piperazmyl, 
morpholinyl, thiomorpholinyl, indolyl, halogen, hydroxy, 0x0, carboxy and 
cyano. Re may be further optionally substituted by one or more Rf; 



Rf is selected from Cl-3 alkyl, phenyl optionally substituted by one or 
more groups selected from halogen and methyl, heterocyclyl selected from 
piperidinyl, morpholinyl and piperazinyl; heteroaryl selected from furanyl, 
thienyl, pyrrolyl and pyridinyl, Cl-3 alkoxy, aryloxy, benzoyl, benzyloxy, 
Cl-5 alkoxycaibonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl 
or phenyl, Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the 
sulfur atom may be oxidized to a sulfoxide or sulfone, ureido wherein 
either nitrogen atom may be independently substituted by Cl-5 alkyl or 
phenyl, Cl-S alkoxycacbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-3 alkylsulfonylamino, arylsulfonylamino, Cl-3 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl or phenyl, 
halogen, hydroxy, 0x0, nitre, carboxy and cyano; 
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Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, phenoxyoxycaibonyl, 
benzyloxy, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 alkyl, phenyl and benzyl, halogen, hydroxy, 
caiboxy and cyano. 

7. The compound according claim 6 wherein: 

Ri and R^ of the formula (la) form the bicyclic ring selected from: 





I I I i X S-^N 

p-^N O-^N O-^N O'^N O^N f ||. 

9 9 9 9 9 

or Ri and R6 of the formula (la) form the tricycUc ring selected from: 
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wherein each ring is optionally independently substituted by one or two R?; 



R3 is methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycaibonylCl-3 alkyl, Cl-3 alkylthioCl-3 alkyl, Cl-3 alkylsulfinylCl-3 alkyl, Cl-3 
alkylsulfonylCl-3 alkyl, ainmoCl-3 alkyl, mono or di-Cl-3 alkylaminoCl-3 alkyl, mono 
or di-Cl-3 alkylamidoCl-3 alkyl, heten)cyclylCl-2 alkyl wherein the heterocyclic moiety 
is selected fix>m pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 8-aza- 
bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, tetrahydropyranyl, 
tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein R3 is optionally 
substituted by one to two Rc; 

Rc is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
spiro[2.5] octanyl, spiro[3.5] nonyl, spiro[4.5] decanyl, fluoro or chloro; 

R9 is hydrogen, Cl-4 alkyl, Cl-5 alkylene, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycaibonylCl-3 alkyl, Cl-3 alkylthioCl-3 alkyl, Cl-3 alkylsulfinylCl-3 alkyl, Cl-3 
alkylsulfonylCl-3 alkyl, aminoCl-3 alkyl, mono or di-Cl-3 alkylaminoCl-3 alkyl, mono 
or di-Cl-3 alkylamidoCl-3 alkyl, phenyl, furanyl, thienyl, thiazolyl, itnidazolyl. 
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pyridinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
tbe formula Re; 

R^j is selected fix)m methyl, C3-6 cycloalkyl, phenyl, benzoyl, naphthyl, furanyl, 
thienyl, thiazolyl, imidazolyl, pyridinyl, piperidinyl, piperazinyl, morpholinyl, 
thiomorpholinyl, indolyl, halogen, hydroxy, carboxy and cyano. Re maybe fiirther 
optionally substituted by one or more Rf;. 



Rf is selected from Cl-3 alkyl, phenyl or phenylsulfonyl each optionally 
substituted by one or more groups selected fix)m halogen or melhyl, Cl-3 
alkoxy, aryloxy, benzoyl, benzyloxy, Cl-3 alkoxycaibonyl, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted 
by Cl-3 alkyl or phenyl, Cl-S alkanoylamino, aroylamino, amino wherein 
tb& nitrogen atom may be independ^tly mono or di-substituted by Cl-3 
alkyl or phenyl, halogen, hydroxy, 0x0, nitro, carboxy and cyano; 



and 

Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, benzyloxy and caifooxy. 

8. The compoimd according claim 1 wherein: 
Ri and R^ remain acycUc: 



Ri is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
indolyl, quinoUnyl, benzofuranyl, benztfaienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein Ri is optionally substituted by one or more R^; 
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Ra is a bond, Cl-3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
alkoxy, Cl-3alkaQoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, airyloxycaibonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
orRa is Cl-3 alkoxycaibonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrroUdinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, caiboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more R^,; 

Rb is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
benzyloxy, fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 



R2 is hydrogen or methyl or ethyl; 



R3 is a bond, hydrogen, Cl-10 alkyl wherein one or more carbon atoms are optionally 
replaced by O, S or N, or R3 is C2-5alkyleae, C3-7 cycloalkyi, heterocyclylCl-5 alkyl 
wherein the heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, indolinyl, furanyi, 
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tetrahydrofiiranyl, pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl, thienyl, pyirolyl, 
oxazolyi, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl and indolyl, 
arylCl-3alkyl or aryl wherein R3 is optionally substituted by one or moie R©; 

Rc is C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazdnyl, indolinyl, furanyl, tetrahydrofiiranyl, pyranyl, tetrahydropyranyl, 
thienyl, pyrrolyl, oxazolyi, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benznnidazolyl, benzthiazolyl, quinoKnyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, aryloxy, aroyl, aryloxycarbonyl, aroyloxy, 
orRc is aioylanoino, arylthio, aryloxycarbonylamino, aiylcarbamoyloxy, 
arylsulfonylaniino, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, 
pyrrolyl, oxazolyi, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R<j; 
R<i is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-4 alkyl, Cl-5 alkoxy, aryloxy, 
arylCl-5alkoxy, aroyl, halogen, hydroxy, 0x0 or cyano; 

R4 is hydrogen or methyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally rqilaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolinyl, heteroaryl selected from 
furanyl, thienyl, pyrrolyl, oxazolyi, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl. 
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isoftdazolyl, oxadiazoljd, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofuranyl; benzothienyl, benzimidazol)4, 
beDZthiazolyl, purinyl, quinolinyl, isoquinolinyl, quinazolinjd, quinoxalinyl, caibazolyl, 
phenofhiazmyl and phenoxazinyl, aryl or cyano, wherein R9 is optionally substituted by 
one or more R^.; 



Re is selected from CI -8 alkyl, C3-7 cycloalkyl, aryl, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinyl; heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and 
phenoxazinyl, halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino and 
guanidino. Re may be further optionally substituted by one or more Rg 



Rf is selected from Cl-8 alkyl, C3-7 cycloalkyl, aryl optionally substituted 
by one or more groups selected from halogen, methyl or meihoxy, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, 
pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, 
phenothiazinyl andphenoxazinyl, Cl-8 alkoxy, aryloxy, aroyl, arylCl- 
Salkoxy, Cl-8 alkoxycarbonyl, aryloxycarbonyl, Cl-8 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be indep^dentiy 
mono or di-substituted by Cl-8 alkyl, aryl, heterocyclyl selected from 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinyl, or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl. 
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thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, 
triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, 
pyrazinyl, indolyl, isoindolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, qxiinazolinyl, 
quinoxalinyl, carbazolyl, phenothiazinyl andphenoxazinyl, Cl-8 
alkanoylamino, aroylamino, Cl-8 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by alkyl, aryl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl 
and indolinyl, or heteroaxyl selected &om furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl, 
oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazmyl, 
pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofiiranyl, benzofliienyl, 
benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, isoquinolinyl, 
quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl andphenoxazinyl, 
alkoxycarbonylamino, aryloxycarbonylamino, alkylcarbamoyloxy, 
arylcarbamoyloxy, alkylsulfonylamino, arylsulfonylamino, 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from furanjd, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, 
isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolyl, isoindolyl, benzofiiranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, purinyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and 
phenoxazinyl, halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino and 
guanidino; 
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or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic caibocycle or a 7 to 14-membered bicyclic caibocycle optionally bridged, 
wherein either carbocycle is optionally benzofiised and optionally substituted with one or 
more R^; 

Rg is selected from Cl-8 alkyl, aryU Cl-8 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-Salkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally 
mono or di-substituted with a group selected from CI -8 alkyl, C3-7 cycloalkyl, 
aryl, arylCl-Salkyl, heterocyclyl selected from pyrroUdinyl, piperidinyl, 
morpholinyl, thiomoipholinyl, piperazinyl and indolinyl, or heteroaryl selected 
from furanyl, thienyl, pyirolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pynmidinyl, pyrazinyl, indolyl, isoindolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzfhiazolyl, purinyl, quinolinyl, isoquinoKnyl, 
quinazolinyl, quinoxalinyl, carbazolyl, phenothiazinyl and phenoxazinyl, halogen, 
hydroxy, carboxy and cyano; 

R^ is 

hydroxy, nitrile or 

a Cl-5 saturated or unsaturated branched or unbranched alkyl optionally partially or folly 
halogenated wherein one or more C atoms are optionally replaced by O, NH, or S(0)2 
and wherein said chain is optionally independently substituted with 1-2 0x0 groups, - 
NH2, one or more Cl-4 alkyl, C3-6 cycloalkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomoipholinyl, piperazinyl, mdolinyl, pyranyl, thiopyranyl, ftiranyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pynmidinyl, pyrazmyl, indolyl, 
benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl, benzoxazolyl or quinoxalinyl; 

Rg is hydrogen, Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, benzyloxy each 

of the aforementioned are optionally halogenated or hydroxy; 

and 
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XisO. 

9. The compound according claim 8 wherein: 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein Ri is optionally substituted by one or more Ra; 

Ra is a bond, methyl, efliyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazmyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycarbonyl, phenoxycaibonyl, benzoyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Ra is acetylamino, benzoylamino, methylfliio, phenylthio wherein the sulfbr 

atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 

atom may be independently substituted by methyl, ethyl or phenyl, 

or Ra is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 

phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 

methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 

may be independently mono or di-substituted by methyl or phenyl, 

or Ra is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 

carboxamide, Ra may be further optionally substituted by one or more Rb; 

Rb is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, caiboxy or carboxamide; 

R3 is a bond, hydrogen, Cl-10 alkyl wherein one or more carbon atoms are optionally 
replaced by O, S or N, or R3 is C2-5alkylene, C4-6 cycloalkyl, heterocyclylCl-5 alkyl 
wherein the heterocyclic moiety is selected fiom pyrrolidinyl, piperidinyl, morpholinyl. 
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thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydro&ranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, or arylCl-2alkyl wherein R3 is 
optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, phenyl, naphthyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.L0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.Ll]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
indolinyl, fiiranyl, tetrahydrofiiranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, phenoxy, naphthyloxy, benzoyl, 
phenoxycarbonyl, benzoyloxy, benzoylamino, phenylthio, aryloxycaibonylamino, 
arylcarbamoyloxy, arylsulfonylamino, arylaminosulfonyl, amino wherein the 
nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl or aryl, 
or Rc is halogen, hydroxy, 0x0, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be furttier optionally substituted by one or more R4; 

Rd is Cl-3 alkyl, C3-6 cycloalkyl, phenyl, benzyl, Cl-3 alkoxy, phenoxy, 
phenylCl«3alkoxy, benzoyl, halogen, hydroxy, 0x0 or cyano; 

R5 is hydrogen, Cl-8 alkyl, Cl-3 alkoxyCl-3 alkyl, Cl-8 alkoxy, Cl-5phenyl or Cl- 
Snaphthyl; 

R9 is hydrogen, Cl-12 alkyl wherem one or more carbon atoms are optionally replaced 
by O, S or N, C3-7 cycloalkyl, heterocyclyl selected ftom pyrrolidinyl, piperidinyl, 
morphoKnyl, thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected ftom 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl. 
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benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, aryl or cyano, 
wherein R9 is optionally substituted by one or more R©; 

Re is selected from Cl-5 alkyl, C3-7 cycloalkyl, aryl, aroyl, heterocyclyl selected 
from pyrrolidinyl, piperidinyl, morpholinyl, thiomoipholinyl, piperazinyl and 
indolinyl; heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, tbiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, qxiinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, 0x0, carboxy, 
cyano, nitro, amidino and guanidino, Rc may be fiirther optionally substituted by 
one or more Rf, 

Rf is selected from Cl-5 alkyl, C3-7 cycloalkyl, aiyl optionally substituted 
by one or more groups selected from halogen, methyl or mefhoxy, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
fhiomorpholinyl, piperazinyl and indolinyl, heteroaryl selected from 
fiuranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofturanyl, 
benzothienyl, benznnidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl and quinoxalinyl, Cl-5 alkoxy, aryloxy, aroyl, arylCl- 
Salkoxy, Cl-5 alkoxycarbonyl, aryloxycaibonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl selected from 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl and 
indolinyl or heteroaryl selected from ftffanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofrnranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoqumolinyl, quinazolinyl and quinoxalinyl, 
Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, aryltbio wherein the sulfru: atom 
may be oxidized to a sulfoxide or sulfone, ureido wherem either nitrogen 
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atom may be independently substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, moiphoUnyl, thiomoipholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from fturanyl, liiienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzoftiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and 
quinoxalinyl, Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted 
by Cl-5 alkyl, aryl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, tbiomorpholinyl, piperazinyl and indolinyl, or heteroaryl 
selected from fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzoftiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, amidino and guanidino; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocychc carbocycle or a 7 to 14-membered bicycUc carbocycle optionally bridged, 
wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more Rg; 

Kg is selected from Cl-5 alkyl, aryl, Cl-5 alkoxycarbonyl, aryloxycaibonyl, arylCl- 
5alkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 alkyl, C3-7 cycloalkyl, aiyl, arylCl-5alkyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, tbiomorpholinyl, 
piperazinyl and indolinyl, or heteroaryl selected from friranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl^ pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazol^d, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl and quinoxalinyl, halogen, hydroxy, carboxy and cyano; 
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R6is 
nitrileor 

a Cl-5 saturated or unsaturated branched or unbranched alkyl optionally partially or fully 
halogenated wherein one or more C atoms are optionally replaced by O, NH, or S(0)2 
and wherein said chain is optionally independently substituted with oxo, -NH2, C3-6 
cycloalkyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, pyrimidinyl 
or pyrazinyl; and 

Rs is hydrogen, Cl-3 alkyl, C3-6 cycloalkyl, phenyl, Cl-3 alkoxy, benzyloxy each of the 
aforementioned are optionally halogenated or hydroxy. 

10. The compound according claim 9 wherein: 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, cyclopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidmyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl, 
fiiranyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein Ri is 
optionally substituted by one or more Ra; 

Ra is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or Ra is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wfaorein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Ra is methoxycarbonylamino, melhylcaibamoyloxy, phenylcarbamoyloxy, 
methylsulfonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methjd or phenyl, 
or Ra is fluoro, chloro, hydroxy, 0x0, caiboxy, cyano or caiboxamide; 
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R3 is a bond, Cl-10 alkyl wherein one or more carbon atoms are optionally replaced by 
O, S or N, or R3 is C2-4alkylene, C5-6 cycloalkyl, heterocyclylCl-3 alkyl wherdn the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein 
R3 is optionally substituted by one or more Rcj 

Rc is C5-6 cycloalkyl, phenyl, naphthyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.L0]heptanyl, bicyclo[3.L0]hexanyl, 
bicyclo[l.l.l]pentanyl, spiroC8-10 cycloalkyl, cubanyl, 1^3,4- 
tetrahydron^hthyl, furanyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofiiranyl, benzolhienyi, benzfhiazolyl, 
phenoxy, naphthyloxy, benzoyl, phenoxycaibonyl, benzoyloxy, benzoylamino, 
phmylthio, phenoxycarbonylamino, arylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl^ amino wherein the nitrogen atom may be indep^dently 
mono or di-substituted by Cl-3 alkyl or phenyl, 

or Rc is halogen, hydroxy, 0x0, carboxy or cyano, Rc may be further optionally 
substituted by one or more Ra; 

Rd is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, 0x0 or cyano; 

R5 is hydrogen, Cl-5 allq^l, Cl-3 alkoxyCl-3 alkyl, benzyl or phenethyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S orN, C3-7 cycloalkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl and indolin}^; heteroaryl selected from 
furanyl, thienyl, pyirolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothirajd, beozimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl and quinoxalinyl, phenyl, ns^htiiyl 
or cyano, wherein R9 is optionally substituted by one or more Rc;. 
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Re is selected ftom Cl-5 alkyl, C3-7 cycloalkyl, phenyl, naphthyl, aroyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, moipholinyl, 
thiomorpholinyl, piperazinyl and indolinyl; heteroaryl selected from furanyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl^ benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, qxiinazolinyl and quinoxalinyl, Cl-5 
alkoxy, aryloxy, aroyl, arylCl-Salkoxy, heteroarylCl-Salkoxy, Cl-5 
alkoxycarbonyl, aryloxycaibonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, aryl, heterocyclyl selected from piperidinyl, moipholinyl and piperazinyl or 
heteroaryl selected from frnranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl and isoquinolinyl, Cl-5 alkanoylamino, aroylamino, Cl- 
5 alkylthio wherein the sulfur atom may be oxidized to a sulfoxide or suffone, 
arylthio wherein tiie sulfur atom may be oxidized to a sulfoxide or sulfone, 
arylCl-5 alkylthio wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, ureido wherein either nitrog^ atom may be independently substituted by 
Cl-5 alkyl, aryl, heterocyclyl selected from piperidinyl, moipholinyl and 
piperazinyl or heteroaryl selected &om furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, hydroxy, 
0X0, nitro, caiboxy and cyano, Re may be further optionally substituted by one or 
more Rf ; 

Rf is selected from Cl-5 alkyl, C3-7 cycloalkyl, phenyl optionally 
substituted by one or more gcojxps selected from halogen, methyl or 
methoxy, n^hthyl optionally substituted by one or more groups selected 
from halogen, methyl or methoxy, heterocyclyl selected from pyrrolidioyl, 
piperidinyl, moipholinyl, thiomoipholinyl, piperazmyl and indolinyl; 
heteroaryl selected from furanyl, fluenyl, pyrrolyl, oxazolyl, thiazolyl. 
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imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl and quinoxalinyl, CI -5 alkoxy, aryloxy, 
arylCl-Salkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 
alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyi, aryl, heterocyclyl 
selected from piperidinyl, morpholinyl and piperazinyl or heteroaryl 
selected from ftiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl and isoquinolinyl, Cl-S alkanoylamino, 
aroylamino, Cl-5 alkylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, urddo wherein either nitrogen atom may be 
independently substituted by Cl-S alkyl, aryl, heterocyclyl selected from 
piperidinyl, morpholinyl and piperazinyl or heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl and isoquinolinyl, Cl-5 alkoxycaibonylamino, 
aryloxycarbonylamino, Cl-5 alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 
alkylsulfonylamino, arylsulfonylamino, Cl-5 alkylaminosulfonyl, 
arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl and piperazinyl or 
heteroaryl selected &om furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl and isoquinolinyl, halogen, 
hydroxy, oxo, carboxy and cyano; 

or R5 and R9 together with the carbon they are attached form a 3 to 7-membered 
monocyclic caibocycle or a 7 to 14-membered bicyclic caibocycle optionally bridged. 
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wherein either carbocycle is optionally benzofused and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-5 alkyl, phenyl, naphthyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
arylCl-3alkoxycaibonyl, carbamoyl wherein the nitrogen atom may be optionally mono 
or di-substituted with a group selected from Cl-5 alkyl, C3-6 cycloalkyl, phenyl, 
naphthyl, arylCl-Salkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, 
morpholinyl and piperazinyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, itnidazolyl, pyridinyl, indolyl, benzofiuranyl, benzothienyl, 
benzimidazolyl, benztfaiazolyl, quinolinyl and isoquinolinyl, halogen, hydroxy, carboxy 
and cyano; 

R6is 
nitrileor 

a Cl-5 saturated or unsaturated branched or unbranched alkyl optionally partially or fiilly 
halog^oated wherein one or more C atoms are optionally replaced by O, NH, or S(0)2 
and wherein said chain is optionally independently substituted with oxo, -NH2, C3-6 
cycloalkyl, morpholinyl or piperazinyl; and 

Rs is hydrogen, Cl-3 alkyl, Cl-3 alkoxy or hydroxy. 

1 1 . The compound according claim 10 wherein: 

Ri is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylanaino)-phenyl, 4- 
(methanesulfonylamino>-phenyl, 4-metfaoxyphenyl, 3-phenoxyphenyl, 4-chloiophenyl, 4- 
fluorophenyl, 2-fIuorophenyl, 2-fluoro-4-chlozophenyl, n^hthyl, thienylmefhyl, 
piperidinyl, morpholinyl, pyrrolidinyl, piperazinyl, fiiranyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or dieth^amino; 
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R3 is a bond, Cl-10 alkyl wherein one or more caibon atoms are optionally replaced by 
0, S or N, or R3 is C2-4alkyIene, C5-6 cycloalkyl, heterocyclylCl-2 alkyl wherein the 
heterocyclic moiety is selected from pym>Udinyl, piperidinyl, moipholinyl, 
thiomoxpholinyl, 8-aza-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofuranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthyhnethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is C5-6 cycloalkyl, indanyl, bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, 
bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, bicyclo[Ll.l]pentanyl, spiroC8-10 
cycloalkyl, cubanyl, 1,2,3,4-tetrahydron^hthyl, thienyl, oxazolyl, thiazolyl, 
indolyl, benzofuranyl, benzothienyl, benzthiazolyl, phenoxy, benzoyl, 
phenoxycarbonyl, benzoyloxy, benzoylamino, phenylthio, 
phenoxycaibonylamino, phenylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, amino wherein the nitrogen atom may be independently 
mono or di-substituted by methyl, ethyl or phenyl, 

or Rc is fluoro, chloro or 0x0, Rc may be further optionally substituted by one or 
moreR^; 

R4 is methyl, cyclopropyl, phenyl, mefhoxy, fluoro, chloro or 0x0; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N» C3-6 cycloalkyl, phenyl or cyano, wherein R9 is optionally substituted by 
one or more Re; 

Re is selected from Cl-3 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, aroyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, moipholinyl, fhio 
moipholinyl and piperazinyl; heteroaryl selected from furanyl, thienyl, pyirolyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, indolyl, benzofuranyl, benzotfaiCTiyl, 
benzimidazolyl, benzthiazol^ quinolinyl and isoquinolinyl, Cl-S alkoxy, 
aryloxy, aroyl, arylCl-Salkoxy, heteroarylCl-Salkoxy, Cl-5 alkoxycarbon^ 
aryloxycaibon)!, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen 



226 



wo 03/029200 



PCT/US02/30644 



atom may be independently mono or di-substituted by Cl-5 alkyl, phenylor 
heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, fhiazolyl, imidazolyl, 
pyridinyl and indolyl, Cl-5 alkanoylamino, aioylamino, Cl-3 alkylthio wherein 
the sulfur atom may be oxidized to a sulfoxide or sulfone, arylthio whereia the 
sulfur atom may be oxidized to a sulfoxide or sulfone, arylCl-3alkylthio wherein 
the sulfur atom may be oxidized to a sulfoxide or sulfone, ureido wherein either 
nitrogen atom may be independently substituted by Cl-5 alkyl or phenyl, Cl-5 
alkoxycarbonylamino, Cl-5 alkylsulfonylamino, arylsulfonylamino, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, phenyl, n^hthyl, heterocyclyl selected from piperidinyl, moipholinyl and 
piperazinyl or heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, indolyl, halogen, hydroxy, oxo, nitro, carboxy 
and cyano. Re may be further optionally substituted by one or more Rr, 

Rf is selected from Cl-3 alkyl, C5-6 cycloalkyl, phenyl optionally 
substituted by one or more groups selected from halogen or methyl, 
heterocyclyl selected from pyrroKdinyl, piperidinyl, morpholinyl and 
piperazinyl, heteroaryl selected from furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl and indolyl, Cl-5 
alkoxy, aryloxy, arylCl-3alkoxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the nitrogen atom maybe 
independently mono or di-substituted by Cl-5 alkyl or aryl, Cl-5 
alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, aryl^o wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-5 alkyl or aryl, Cl-5 
alkoxycaibonylamino, aryloxycaibonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamo^oxy, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-5 alkyl or aryl, 
halogen, hydroxy, oxo, caiboxy and cyano; 
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or R5 and R9 together wifli the carbon they are attached form a carbocyclic ring selected 
from: 



each carbocyclic ring being optionally benzofiised and optionally substituted with one or 
more Rg; 

Rg is selected from Cl-5 alkyl, phenyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, arylCl- 
Salkoxycarbonyl, carbamoyl wherein the nitrogen atom may be optionally mono or di- 
substituted wifli Cl-5 alkyl, C3-6 cycloalkyl, phenyl, naphthyl or arylCl-3alkyl; 
halogen, hydroxy, carboxy and cyano; 

R6 is C3-6 cycloaHcyloxycarbonyl, acetyl, Cl-3alkylaminocarbonyl or Cl- 
3alkoxycaibonyl; and 

Rs is hydrogen, Cl-3 alkyl or Cl-3 alkoxy. 

12. The compound according claim 1 1 wherein: 

Ri is morpholin-4-yl, p-fluorophenyl or p-methoxyphrayl; 

R3 is a bond, methyl, ethyl, n-propji, propenyl, butenyl, i-butenyl, Cl-5 alkoxyCl-5 
alkyl, Cl-5 alkoxycaibonylCl-5 alkyl, Cl-5 alkylthioCl.5 alkyl, Cl-5 alkylsulfinylCl-5 
alkyi, Cl-5 alkylsulfon)dCl-5 alkyl, aminoCl-5 alkyl, mono or di-alkylaminoCl-5 alkyl. 
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mono or di-alkylamidoCl-5 aBcyl, cyclohexyl, heterocyclylCl-2 aSkyl wherein the 
heterocyclic moiety is selected from pyrrolidinyl, piperidinyl, moipholinyl, 
thiomoipholinyl, 8-a2a-bicyclo[3.2.1]octane, silinane, piperazinyl, tetrahydrofliranyl, 
tetrahydropyranyl, tetrahydrothiopyranyl and indolyl, benzyl or naphthylmethyl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is cyclohexyl, cyclopentyl, indanyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.Ll]pentanyl, spiro[2.5] octanyl, spiro[3.5] nonyl, spiro[4.5] decanyl, 
cubanyl, 1,2,3,4-tetrahydronaphthyl, phenoxy, benzoyl, phenoxycarbonyl, 
benzoyloxy, phenylthio, fluoro or chloro; 

R9 is hydrogen, Cl-5 alkyl, Cl-5 alkylene, Cl-5 alkoxyCl-5 alkyl, Cl-5 
alkoxycarbonylCl-5 alkyl, Cl-5 alkylthioCl-5 alkyl, Cl-5 alkylsulfinylCl-5 alkyl, Cl-5 
alkylsulfonylCl-5 alkyl, aminoCl-5 alkyl, mono or di-Cl-5alkylaminoCl-5 alkyl, mono 
or di-Cl-5 alkylaimdoCl-5 alkyl, phenyl, fiiranyl, tbienyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
the formula R«; 

Rc is selected from Cl-3 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, benzoyl, 
fiiranyl, thienyl, thiazolyl, imidazolyl, pyridinyl, piperidinyl, piperazinyl, 
morpholinyl, thiomorpholinyl, indolyl, halogen, hydroxy, 0x0, carboxy and 
cyano, R© may be further optionally substituted by one or more Rf; 

Rf is selected from Cl-3 alkyl, phenyl optionally substituted by one or 
more groins selected from halogen and methyl, heterocyclyl selected from 
piperidinyl, morpholinyl and piperazinyl; heteroaryl selected from fiiranyl, 
thienyl, pyrrolyl and pyridinyl, Cl-3 alkoxy, aryloxy, benzojd, benzyloxy, 
Cl-5 alkoxycaibonyl, Cl-5 alkanoyioxy, aroyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl 
or phenyl, Cl-5 alkanojiamino, aroylamino, Cl-5 alkylthio wherein the 
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sulfur atom may be oxidized to a sulfoxide or sulfone, ureidd wherein 
eitbsr mtrogen atom may be independently substituted by Cl-5 alkyl or 
phenyl, Cl-5 alkoxycarbonylamino, Cl-5 alkylcaibamoyloxy, 
arylcarbamoyloxy, Cl-3 alkylsulfonylamino, arylsulfonylamino, Cl-3 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the mtrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl or phenyl, 
halogen, hydroxy, oxo, nitro, carboxy and cyano; 

Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, phenoxyoxycarbonyl, 
benzyloxy, caibamoyl wherein the mtrogen atom may be optionally mono or di- 
substituted with a group selected from Cl-5 alkyl, phenyl and benzyl, halogen, hydroxy, 
carboxy and cyano; 

R6 is C3-6 cycloalkyloxycarbonyl, acetyl, ethylaminocatbonjd or etfaoxycarbonyl; and 
Rg is hydrogen. 

13. The compound according claim 12 wherein: 

R3 is methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycarbonylCl-3 alkyl, Cl-3 alkylthioCl-3 alkyl, Cl-3 alkylsulfinylCl-3 alkyl, Cl-3 
alkylsulfonylCl-3 alkyl, aniinoCl-3 alkyl, mono or di-Cl-3 alkylaminoCl-3 alkyl, mono 
or di-Cl-3 alkylamidoCl-3 alkyl, heterocyclylCl-2 alkyl wherein the heterocyclic moiety 
is selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomoipholinyl, 8-aza- 
bicyclo[3.2,l]octane, silinane, piperazinyl, tetrahydrofuranyl, tetrahydropyianyl, 
tetrahydrothiopyranyl and indolyl, benzyl or naphlhyhnethyl wherein R3 is optionally 
substituted by one to two Rc; 

Rc is methyl, cyclohexyl, cyclopentyl, mdanyl, l,2,3,4-tetrahydK>n^hthyl, 
spiro[2.5] octanyl, spiro[3.5] nonyl, spiro[4.5] decanyl, fluoio or chloro; 
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R9 is hydrogen, Cl-4 alkyl, Cl-5 alkylene, Cl-3 alkoxyCl-3 alkyl, Cl-3 
alkoxycarbonylCl-3 alkyl, Cl-3 allcyltbioCl-3 alkyl, C1^3 alkylsulfinylCl-3 alkyl, Cl-3 
alkylsulfonylCl-3 alkyl, aininoCl-3 aUcyl, mono or (ii-Cl-3 alkylaminoCl-3 alkyl, mono 
or di-Cl-3 al^ylaimdoCl-3 alkyl, phenyl, furanyl, thienyl, thiazolyl, imidazolyl, 
pyridinyl, indolyl or cyano wherein R9 is optionally substituted by one to two groups of 
the formula Re; 

Re is selected from methyl, C3-6 cycloalkyl, phenyl, benzoyl, naphthyl, furanyl, 
thienyl, thiazolyl, imidazolyl, pyridinyl, piperidinyl, piperazinyl, niorpholinyl, 
thiomorpholinyl, indolyl, halogen, hydroxy, carboxy and cyano, R* may be fiirther 
optionally substituted by one or more Rf;. 

Rf is selected from Cl-3 alkyl, phenyl or phenylsulfonyl each optionally 
substituted by one or more groiq>s selected from halogen or methyl, Cl-3 
alkoxy, aryloxy, benzoyl, benzyloxy, Cl-3 alkoxycarbonyl, carbamoyl 
wherein the nitrogen atom may be independentiy mono or di-substituted 
by Cl-3 alkyl or phenyl, Cl-5 alkanoylamino, aroylamino, amino wherein 
the nitrogen atom may be independentiy mono or di-substituted by Cl-3 
alkyl or phenyl, halogen, hydroxy, 0x0, nitro, carboxy and cyano; 

Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycaibonyl, benzyloxy and caiboxy. 
14. The compound according to claim 1 and wherein: 

Ri is a bond, CI -4 alkyl, Cl-4 alkoxy, cyclopropyl, cyclohexyl, phenoxy, n^hfhyloxy, 
phenyl, benzyl, naphthyl, pynolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, 
piperazinyl, fiiranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinjd, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofiiranyl, benzthienyl, benzimidazolyl, 
benzfriiazolyl, benzoxazolyl or amino; wherein Ri is optionally substituted by one or 
more Ra; 
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R« is methyl, ethyl, propyl, i-propyl, cyclopropyl, cyclohexyl, phenyl, 
pyrxolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, 
imidazolyl, methoxy, ethoxy, acetyl, acetoxy, phenoxy, naphthyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, phenoxycarbonyl, naphthyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl, ethyl, phenyl, naphthyl, pyrroUdinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 

or Ra is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ethylthio wherein the sulfiir atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherem the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl, phenyl, n^hthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is mefhoxycaibonylandno, ethoxycaibonylamino, phenoxycarbonylamino, 
Cl-2 alkylcarbamoyloxy, phenylcaibamoyloxy, n£5)hthylcaibamoyloxy, CI -2 
alkylsulfonylamino, phenylsulfonylamino, n£^hfhylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylanndnosulfonyl, naphthylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, ethyl, phenyl, naphthyl, pyrroUdinyl, piperidinyl, morpholinyl, 
thiomorpholinyl or piperazinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rb; 

Rb is methyl, ethyl, cyclopropyl, cyclohexyl, phenyl, methoxy, ethoxy, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R2 is hydrogen or methyl; 
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R3 is a bond, methyl, ethyl, n-propyl, i-piopyl, n-butyl, i-butyl, n-pentyl, propeayl, i- 
butenyl, cyclohexyl, benzyl or naphthyhnethyl wherein R3 is optionally substituted by 
one or more Rc; 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, n^hthyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, furanyl, 
tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyrimidinyl, methoxy, 
ethoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, phenoxycaibonyl, acetoxy, 
benzoyloxy, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, 

or Rc is phenoxycarbonylamino, phenylcarbamoyloxy, phenylsulfonylamino, 
phenylaminosulfonyl, amino wh^ein the nitrogen atom may be independently 
mono or di-substituted by methyl or phenyl, 
or Rc is chloro, fluoro, hydroxy, 0x0, carboxy or cyano; 

R2 and R3 together with the carbon they are attached optionally form a ring selected &om 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyirolidinyl, piperidinyl, piperazinyl, morpholinyl or 
tetrahydrothiophenyl; 

R4 is hydrogen; 

R5 is hydrogen or Cl-3alkyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally rq)laced 
by O, S or N, phenyl or cyano, wherein R9 is optionally substituted by one or more Re; 

Rc is selected from Cl-3 alkyl, C3-6 cycloalkyl, phenyl, n2q)hthyl, furanyl, 
thienyl, thiazolyl, unidazolyl, pyridinyl, indolyl, halogen, hydroxy, 0x0, carboxy 
and cyano, R© may be furtho: optionally substituted by one or more Rr, 
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Rf is selected from Cl-3 alkyl, phenyl optionally substituted by one or 
more groups selected Gcom halogen and methyl, heterocyclyl selected 
from piperidinyl, moipholinyl and piperazinyl; heteroaryl selected from 
fiiranyl, thienyl, pyrrolyl and pyridinyl, Cl-3 alkoxy, aryloxy, benzyloxy, 
Cl-5 alkoxycarbonyl, Cl-5 alkanoyloxy, aroyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl 
or phenyl, Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the 
sulfrir atom may be oxidized to a sulfoxide or sulfone, ureido wherein 
either nitrogen atom maybe independently substituted by Cl-5 alkyl or 
phenyl, Cl-5 alkoxycarbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-3 alkylsulfonylamino, arylsulfonylamino, Cl-3 
alkylaminosulfonyl, arylanoinosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl or phenyl, 
halogen, hydroxy, oxo, carboxy and cyano; 

or R5 and R9 together with the caibon they are attached form a caibocyclic ring of 3 to 5 
caibon atoms, the carbocycUc ring being optionally substituted with one or more R^; 

Rg is selected from Cl-3 alkyl, phrayl, Cl-3 alkoxycarbonyl, benzyloxy, carbamoyl 
wherein the nitrogen atom may be optionally mono or di-substituted with a group 
selected from Cl-5 alkyl, phenyl and benzyl, halogen, hydroxy, carboxy and cyano. 

15. . The compound according to claim 14 and wherein: 

Ri is a bond, meth>i, ethyl, n-propyl, i-propjd, methoxy, ethoxy, benzyloxy, cyclopropyl, 
cyclohexyl, phenoxy, nq)hfliyloxy, phenjd, benzyl, n^hthyl, pyrrolidinyl, piperidinyl, 
moipholinyl, thiomorpholinyl, piperazinyl, furanyl, fliienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, 
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benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more Ra; 

Ra is methyl, cyclopropyl, phenyl, halogen, hydroxy, oxo, carboxy, cyano, nitro or 
carboxamide; 

R3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, benzyl or naphthyhnethyl wherein R3 is optionally substituted by one or more 
Re! 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, brazoyl, methoxycarbonyl, 
or Rc is acetylamino, benzoylamino, methylthio, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, 
or Rc is fluoro or 0x0; 

R2 and R3 together with the carbon they are attached optionally form a ring selected &om 
cyclopratyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyirolidinyl or piperidinyl; 

R5 is hydrogen or methyl; 

R9 is hydrogen, Cl-12 alkyl wherein one or more carbon atoms are optionally replaced 
by O, S or N, phenyl or cyano wherem R9 is optionally substituted by one or more groups 
of the formula Re; 

Rc is selected from methyl, C3-6 cycloalkyl, phenyl, naphthyl, furanyl, thienyl, 
thiazolyl, imidazolyl, pyridinyU indolyl, halogen, hydroxy, 0x0, carboxy and 
cyano. Re may be further optionally substituted by one or more Rg. 
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Rf is selected fix>m Cl-3 alkyl, phenyloptionally substituted by one or 
more groups selected from halogen or methyl, Cl-3 alkoxy, aryloxy, 
benzyloxy, Cl-3 alkoxycarbonyl, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl or phenyl, Cl- 
5 alkanoylamino, aroylamino, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl or phenyl, halogen, 
hydroxy, oxo, carboxy and cyano; 

or R5 and R9 together with the carbon they are attached form a carbocyclic ring of 3 to 5 
carbon atoms, the carbocyclic ring being optionally substituted with one or more Rg; 

Rg is selected from Cl-3 alkyl, phenyl, Cl-3 alkoxycarbonyl, benzyloxy and carboxy. 

16. The compound according to claim IS and wherein: 

Ri is methoxy, benzyloxy, cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, ftiranyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, quinolinyl, 
benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more Ra; 

Ra is methyl, phenyl, fluoro, chloro, hydroxy, 0x0, carboxy or carboxamide; 

R3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butjd, n-pentjd, piopenyl, i- 
butenyl or benzyl wherein R3 is optionally substituted by one or more Rc; 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, ftiranyl, tetrahydropyranyl, 
thienyl, oxazolyl, fliiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycaibonyl, 
acetylamino, methylthio or fluoro; 
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R2 and R3 together with fhe carbon they are attached optionally form a ring selected fix)m 
cyclopentyl, cyclohexyl, cycloliq)tyl, tetrahydropyranyl, tetrahydrothiopyranyl or 
tetrahydrofuranyl; 

R9 is hydrogen, Cl-5 alkyl, Cl-5 alkylene, Cl-5 alkoxyCl-5 alkyl, Cl-5 
alkoxycarbonylCl-5 alkyl, Cl-5 aIkylthioCl-5 alkyl, Cl-5 alkylthiosulfoneCl-5 alkyl, 
Cl-5 alkylthiosulfonylCl-5 alkyl, aminoCl-5 alkyl, mono or di-Cl-5alkylaminoCl-5 
alkyl, mono or di-Cl-5 alkylamidoCl-5 alkyl or phenyl, wherein R9 is optionally 
substituted by one or more R^; 

Rc is selected ftom C3-6 cycloalkyl, phenyl, n^hthyl, thienyl, unidazolyl, 
pyridinyl, indolyl, halogen, hydroxy, carboxy and cyano. Re may be further 
optionally substituted by one or more R/, 

R[ is selected from methyl, phenyl optionally substituted by one or more 
groups selected from halogen or methyl, methoxy, phenoxy, benzyloxy, 
mettioxycarbonyl, amino wherem the nitrogen atom may be independently 
mono or di-substituted by Cl-3 alkyl or phenyl, halogen, hydroxy and 
carboxy; 

or R5 and R9 together with the carbon they are attached form a caibocychc ring of 3 to 5 
carbon atoms, the carbocyclic ring being optionally substituted with one or more Rg; 

Rg is selected from phenyl, methoxycarbonyl, benzyloxycarbonyl and carboxy. 

17. The conq)ound according to claim 16 and wherein: 

Ri is benzyloxy, phenoxy, m5)hthyloxy, phenyl, n^hthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, indolyl, quinolinyl, benzofiiranyl, 
boizthienyl, benzimidazolyl, benzthiazolyl, benzoxazol^ or phenylamino; 
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R3 is n-propyl, i-butyl, propenyl, i-butenyl or 2^-dimelhylpropyl; 

R2 and R3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, or cycloheptyl; 

R5 is hydrogen; 

Re is selected from C5-6 cycloalkyl, phenyl, naphthyl, thienyl, indolyl, halogen, 
hydroxy, carboxy and cyano, Rf may be fiirther optionally substituted by one or 
more Rf, 

Rf is selected from methyl, phenyl optionally substituted by halogen, 
methoxy, phenoxy, benzyloxy, methoxycarbonyl, halogen, hydroxy and 
carboxy; 

or R5 and R9 together with the carbon they are attached fomi a carbocyclic ring of 3 
carbon atoms, the carbocyclic ring being optionally substituted with one or more Rg; 

Rg is phenyl. 

18. The compound according to claim 17 and wherein: 

Re is selected from CS-6 cycloalkyl, phenyl, naphthyl, indolyl, halogen and 
caiboxy, Rf may be frirther optionally substituted by one or more Rg 

Rf is selected from methyl, methoxy, meihoxycarbonyl, halogen and hydroxy, and 

Rs and R$ together wi& the carbon they are attached form a carbocyclic ring of 3 carbon 
atoms, the caibocyclic ring being optionally substituted with one or more Rg. 

19. A compound formula (la) 
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or the phaimaceuticaUy acceptable salts, esters, tautomers, individual isomers and 
mixtures of isomers thereof. 



20. The compound of the formula (la) according to claim 19 and wherein: 
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for the fonnula (la), the components 
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21. A compound of the formula (la) 




wherein for the formula (la), the components 



5 




are chosen &om any combination of A, B and C as follows: 
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C104 
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C105 












C106 





or the phannaceutically acceptable salts, esters, tautomets, individual isomers and 
mixtures of isomers thereof. 



22. A compound chosen from: 

({l-[(Benzyloxymethyl-cyano-methyl)KJaibamoyl]-3,3-dimethyl-^^ 
4-yl-methyl)-carbamic acid ethyl ester; 

{[ 1 -(1 -Cyano-3-phenyl-propylcarbamoyl)-3,3-dimethyl-butylimino]-moipholin-^ 
methyl}-carbamic acid ethyl ester, 

{[l-(Cyanomethyl-caibamoyl)-3,3-dimethyl-butylimino]-moipholin-4-^^ 
carbamic acid cyclohexyl ester; 

{ [ 1 -(1 -Cyano-cyclopropylcarbamoyl)-3-cyclohexyl-propylimino]-moipholin-4-yl- 
methyl} -carbamic acid ethyl ester; 

{[l-(CyanomethylK5arbamoyl)-3,3-dimethyl-butylimino]-moiphoM 
carbamic acid tetrahydro-pyran-4-yl ester; 

{[l-(l-Cyano-4"phenyl-butylcarbamoyl)0,3-dimethyl-butjdimino^ 
methyl} -caibamic acid ethyl esten 

{[l-(l-Cyano-cyclopropylcarbamoyl)-3,3-dimeth5d-butylimino]-moipholm 
caibamic acid 2-morpholin-4-yl-ethyl ester; 

{[l-(l-Cyano-cyclopentylcart>amoyl)-4,4-dimethyl-pentylim 
methyl} -caibamic acid ethyl ester; 

{[l-(l-Cyano-cyclopentylcarbamoyl)-3,3,4-trimethyl-pentylimino]^^^ 
me&yl}-<;aibamic acid 2-methoxy-ethyl ester; 

{[l-(l-Cyano-cyclopentylcaibamoyl)-33Kiimethyl-butyl^^ 
carbamic acid 2-isopropoxy-ethyl ester, 
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{[l-(l-Cyano-cyclopentylcarbamoyl)0,3-dimethyl-butyli^ 
carbamic acid tetrahy(lro-furan-2-ylmethyl ester; 

({l-[(Benzylsulfanylme%l-cyano-me%l)-carbamoyl]-3,3-dm 
moipholin-4-yl-methyl)-carbamic acid isobutyl ester; 

({l-[(BenzyIsulfanylmethyl-cyano-methyl)-carbamoyl]-^ 
phenyl-methyl)-carbainic acid isobutyl ester; 

({14(Benzyloxymethyl-cyano-methyl)-carbamoyl]-3,3-dime%^ 
methyl)-carbaimc acid isobutyl ester, 

{[l-(l-Cyano-3-phenyl-propylcarbamoyI)-3,3-dimethyl-butyliin^ 
carbamic acid ethyl ester; 

{[l-(Cyanomethyl-carbamoyl)-3,3-dimethyl-butylimino]-phe^^^ 
cyclohexyl ester; 

{[I<l-Cyano-cyclopropylcarbamoyl)-3-cyclohrayl-propylimi^ 
caibamic acid ethyl ester; 

{[l<CyanomethylK;arbamoyl)-3,3-dimethyl-butylimino]-^^ 
tetrahydro-pyran-4-yl ester; 

{[l-(l-Cyano-4-phenyl-butylcarbamoyl)-3,3-dime&yl-butyliii^ 
carbamic acid ethyl ester; 

{[l-(l-Cyano-cyclopropylcarbamoyl)-3,3-dimethyl-butylimin 
carbamic acid 2-morpholin-4-yl-ethyl ester; 

{[l-(l-Cyano-cyclopentylcaibamoyl)-4,4-dimethyl-pentyl^^ 
caibamic acid ethyl ester; 

{[Hl-Cyano-cyclopentylcaibamoyl>33,4-trimethy 
carbamic acid 2-methoxy-ethyl ester, 

{[l-(l-Q/ano-cyclopentylcaibamoyl>3,3-dime%l-butylu^ 
carbamic acid 2-isopropoxy-ethyl ester; 

{[l-(l<^ano-cyclopentylcarbamoyl>3,3Klimethyl-butylimino 
caibamic acid tetrahydro-furan-2-ylmetliyl ester; 

{[l-{CyanomethylK:arbamoyl).2<4-ethyM.methyl-cyclohexyl)-eth 
4-yl-methyl}-carbamic acid l-methyl-piperidin-4-yhnethyl ester; 
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{[l-(l-Cyano-<5yclopropylcarbamoyl)-2-(4-isopropyl-4-m 
moipholin-4-yl-methyl}-carbamic acid l-methyl-piperidin-4-ylmethyl ester, 

{[l-(l-Cyano-cyclopentylcarbamoyl)-2-(4,4-(iiethyl-<:yclohexyl)-^^ 
4-yl-methyl}-carbamic acid l-methyl-piperidin-4-ylmethyl esten 

{[l-(Cyanome%l-carbamoyl)-4,4-dime11iyl-pentyliinino]-mo^^ 
carbamic acid 2-(l-methyl-piperidin-4-yl)-ethyl ester, 

{[l-(l-Cyano-cyclopropylcarbamoyl)-4,4-dimethyl-hexylimino]-mo^^ 
mefliyl}-carbamic acid 2-(l-methyl-piperidin-4-yl)-ethyl ester; 

{[l-(l-Cyano-cyclopentylcaibamoyl)-3-cyclohexyl-propylimino]-m 
methyl} -carbamic acid 2-(l-methyl-piperidin-4-yl)-ethyl ester; 

{[1 -(Cyanomethyl-carbamoyl)-3-(l -methyl-cyclopentyl)-propylimino]-moipholin-4-yl- 
methyl}-carbamic acid 2-(4-methyl-piperazin-l-yl)-ethyl ester; 

{[l<l-Cyano-cyclobutylcarbamoyl)0-cyclopentyl-3-methyl-butylimino]-moiphoI^ 
yl-methyl}-carbamic acid 2-(4-methyl-piperazin-l-yl)-ethyl ester; 

{[ 1 1 -Cyano-cyclopentylcarbamoyl)-3H5yclopentyl-propylimino]-morpholin-^ 
methyl} -carbamic acid 2-(4-mettiyl-piperazin-l-yl)-ethyl ester, 

4,4-Dimethyl-2-[l-(l-methyl-piperidin-4-yl)-2K)xo-2,3-dihydro-l/?^ 
ylideneamino]-peiitanoic acid (l-cyano-cyclohexyl)-ainide; . 

^'-(l-Cyano-cyclohexyl)-3-cycloheptyl-2-[l"(l-methyl-piperidin-^^ 
dihydro-l^-quinazolin-4-ylideneamino]-propionamide; 

iV-(l-Cyano-cyclohexyl)0-cyclooctyl-2-{l-[2-(4-methyl-piperazin-l-yl) 
2,3-dihydro-ljfif-quinazolin-4-ylideneamino} -propionaimd 

2-[l-(2-Dimethylamino-ethyl)-2-oxo-2,3-dihydro-l/r-quinazoli^ 
dimefliyl-pentanoic acid (l-cyano-cyclopentyl)-amide; 

Ar-(l-Cyano-cyclopentyl)-2-[l-(3-dimethylainino-propyl)-2-oxo-2,3-dihydr^ 
qiunazolin-4-yUdeneamino]-3-(l,4,4-trimethylH5yclohexyl)-propionam 

iV^Cyanomethyl-2-(4,4-dimethyl-cyclohexyl)-2-[2-oxo-l^^^ 
dihydro-lif-quinazolin-4-ylideneamino]-acetaQiide; 

4-Methyl-4-(l-methyl-cyclopropyl)-2-[2-oxo-H3-pyrroUdin-l-yl-pro^^^ 
li/-^uinazoliii-4-ylideiieamino]-peatanoic acid (l-cyano-cyclopeDtyl)-amide; 
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iV^(l-Cyano-cyclopentyl)'4-(l-methyl-cyclopropyl^^ 
23-ciihydro-lfl<iuinazolin-4-yUdeneairm 

{[l-(l-Cyano-cyclohexylcaibamoyl)-2-cyclohexyl-etii)d^^ 
carbamic acid l-mefhylrpiperidm-4-ylinethyl ester; 

{[l-(l-Cyano-cyclohexylcarbamoyl)-2.cyclohexyl-ethylimmo]-m^ 
caibamic acid 2-(l-methyl-piperidto-4-yi)-ethyl ester; 

{[l-(l-Cyano-cyclohexylcarbamoyl>2-cyclohexyl-ethyliinin 
carbamic acid 2-(4-methyl-piperazin-l-yl)-ethyl ester; 

{[l-(l-Cyano-cyclopentylcarbamoyl)-33-dimethyl-butyliiiiin 
carbamic acid l-metiiyl-piperidin-4-ylniethyl ester; 

[[l-(l-Cyano-cyclopentylcarbamoyl)-2-cycloheptyl-ethylimino]-(tetrahy&^ 
methylj-caibamic acid 2-dimethylaimno-ethyl ester; 

{[l-(Cyanomethyl-carbamoyl)-2K5yclooctyl-ethylimino]-moipholin-^ 
carbamic acid 3-dimethylamino-propyl ester; 

{[l-(Cyanomethyl-carbamoyl)-3,3,4,44etramethyl-pentylimino]-moipholin^ . 
methyl}-carbamic acid 2-pyridin-4-yl-ethyl ester; 

{[l-(l-Q/ano-cyclopentylcarbamoyl)-3,3,4-trimethyl-pentylimin^^ 
methyl}-carbamic acid 3-pyrrolidin-l-yl-propyl ester; 

{[l-(l-Cyano-cyclopentylcarbamoyl)-2-(lA4-trimethyl-cyclohexyl)-e% 
morpholin-4-yl-methyl}-carbamic acid 3-piperidin-l-yl-propyl ester; 

5,5-Dimethyl-2-[l-(l-methyl-piperidin-4-yhnethyl)-2-oxo-2,3-^ 
ylideneaminoj-hexanoic acid cyanomethyl-amide; 

4,4-Dimethyl-2-[l-(l-methyl-piperidin-4-ylmethyl)-2-<)xo-2,3-d^ 
ylidmeaminoj-pentanoic acid (l-cyano-cyclopropyl)-amide; 

^^(l-Cyano-cyclopentyl)-3K5yclohexyl-2-[^(l-methyl-piperidm■4-^ 
dihydro-li/-q[uinazolin-4-yKdeneamino]-propionarm 

//-(Benzylsulfanylmethyl-cyano-methyl)0-(4,^^ 
pipeiidin-4-yl>ethyl]-2-oxo-2,3-dihydro-liy-quinazolm-4-yUdenea^ 

4-Bicyclo[2.2.1]hept-l-yl-i\r-(l-cyano-3-phenyl-propyl)-2-{l-[^^ 
yl)-ethyl]-2H}xo-2,3-dihydro-Lff-qiiiiiazolin-4-yUdeneain^ 
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4,4-Dimethyl-2-{l-[2-(l-methyl-piperidin-4-yl)-e&^^ 
4-ylideneainino}-pe]itanoic acid (l-cyano-cyclopentyl)-aimde; 

7V'-(Benzyloxymethyl-cyano-metIiyl)-3-cyclohexyl-2- { 1 -[2-(4-niethyl-piperazin-l-yl)- 
efhyl]-2-oxo-2,3-Klihydio-lJ7^iiiinazolin-4-yliden^ 

7V^(l-Cyano-cyclopropyl)-3-cyclohexyl-2-{l-[2-^4-methyl-piperazin- 

2.3- dihydro-l/;r-quinazolin-4-yUdeaeainino}-propi^^ 

4.4- Dimethyl-2-{l-[2-(4-me1hyl-piperazin-l-yl>ea^^ 
qmnazolin-4-yUdeneaimno}-pentanoic acid (l-cyano-cyclopentyl)-amide; 

(S)-5,5-Dimethyl-2-(2-oxo-2if-benzo[e][l,3]oxazm-4-ylammo)-hept^ acid (l-cyano- 
cyclopropyl)'ainide; 

(S)-4,4-Dimethyl-2-(2-oxo-2frbeiizo[e][l,3]oxazm-4-y acid (1-cyano- 

cyclopropyl)-amide; 

(S)-4-methyl-2-(2-ox<>2frbenzo[e][l,3]oxazin-4-ylamino)-pe^ acid (1-cyano- 
cyclopropyl)-amide; 

(S)-2-(7-Fluon)-2-K)xo-2ff-benzo[e][l,3]oxazin-4-ylan^ 
(l-cyano-cyclopropyl)-amide; 

(S)-5,5-Dimethyl-2-(l-methyl-2-oxo-l^-dihydio-qi^ 
(l-cyano-cyclopropyl)-amide; 

(S)-4,4-Dimethyl-2-(l -methyl-2-oxo-l ,2-dihydro-q\unazoIia-4-ylamino)-pentanoic acid 
(l-cyano-cyclopropyl)-amide; 

(S)-4,4,5,5-Tetramethyl-2-(l -methyl-2K)xo-l ^-dihydro-quinazolin-4-ylamino)-hexanoic 
acid (l-cyano-cyclopropyl)-ainide; 

(S)-4,4,5,5-Tetramethyl-2-(2-oxo-2/^beiizo[e][13]oxazin-4-ylairm acid (1- 

cyano-cyclopropyl)-amide; 

24(Acetylimino-phenyl-methyl)-aimno]-N(be^ 
cyclohexyl-propionamide; 

2-(7-nuoro-2-oxo-2/f-benxo[e][13]oxa2in-4-ylaimno)-5,5-dimethyi-he^ acid (1- 
cyano-cyclopropyl)-amide; 

4-Methyl-2-(2K)xo-2if-beii2o[e][l,3]oxazin-4-ylamino)-pento acid (1-cyano- 
cyclopropyl)-ainide; 
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2<7-nuoro-2-oxo-2/f-beiizo[e][l,3]oxazm-4-ylaimno)-4-me1h^^ acid (1- 

cyano-cyclopropyl)-ainide; 

7V'-(Cyano-dime%l-methyl)-3-cyclohexyl-2"(2-oxo-2^^ 
propionamide; 

JV^(1 -Cyano-cyclopropyl)-3-cyclohexyl-2-(2-oxo-2^-'benzo[e] [ 1 ,3]oxazin-4-ylamino)- 
propionaniide; 

i\Kl-Cyano-cyclopK)pyl)-3-cyclohexyl-2-(7-fluoro-2-oxo-2if-benzo 
ylamino)-propionaimde; 

i\r-<Cyano-benzyloxymethyl-methyl)-3-cyclohexyl-2-(2K)XO-2ir^ 
ylaniino)-propionainide; 

4,4-Dimethyl-2-(2-oxo-2iy-benxo[6][13]oxazm-4-ylamm acid (cyano- 

benzyloxymethyl-methyl)-amide; 

2-(l,l-Dioxo-i/^R^-benzo[d]isotMazol-3-)damino)^^ acid (cyano- 

benzyIoxymethyl-methyl)-ainide; 

iVKCyano-benzyloxymethyl-me1hyl)0-cyclohex^^^ 
b^o[d]iso11iiazol-3-ylaimno)-propionaimde; 

Ar-(l-Cyano-cylopropyl)-3-cyclohexyl-2-(14-dioxo-7if-lX^-beiizo[£q 
yIa2mno)-propionamide; 

i\r-(Cyano-dimethyl-me1byl)-3-cyclohexyl-2-(14-dioxo-i//^lX^^^ 
ylamino)-propionamide; 

2-(lJ-Dioxo-7i/-lX%enzo[€qisolMazol-3-ylamino)-4,4-dime 
cyanomethyl-amide; 

2-(l,l-Dioxo-i//-lX^~benzo[£f|isotWazol-3-ylaiaino)-4,4-dimeA^ acid (1- 

cyano-cyclopropyl)-aimde; 

2-(l,l-I)ioxo-iif-lA,^-benzo[£/]iso11uazol-3-)daiim acid (1-cyano- 

cycloprop^)-amide and 

2-(l,l-Dioxo-i-ff-lX,^-benzo[£qisotiuazol-3-ylaniino)-5,5-^^ acid (1- 

cyano-cyclopiDpyl)-ainide 
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or Hie phannaceutically acceptable salts, esters, tautomers, individual isomers and 
mi)ctures of isomers thereof. 

23. A pharmaceutical composition comprising a phannaceutically effective amount of a 
5 compound according to claim 1 . 

24. A method of modulating an autoimmune disease, said method comprising 
administering to a patient in need of such treatment a phannaceutically effective amount 
of a compound according to claims 1 or 22. 

10 

25. The method according to claim 24 wherein the autoimmune disease is rheumatoid 
arthritis, systemic lupus erythematosus, Crohn's disease, ulcerative colitis, multiple 
sclerosis, Guillain-Baire syndrome, psoriasis, Grave's disease, myasthenia gravis, 
scleroderma, glomerulonq)hritis, dermatitis, endometriosis or insulin-dependent diabetes 

IS mellitus. 

26. A method of treating AMieimer's disease comprising administering to a patient in 
need of such treatment a phaimaceutically effective amount of a compound according to 
claim 1. 

20 

27. A method of treating atherosclerosis comprising administering to a patient in need of 
such treatment a phannaceutically effective amount of a compound according to claim L 

28. A mefliod of treating osteoporosis comprising administering to a patient in need of 
25 such treatment a phaimaceutically effective amount of a confound according to claim 

14. 

29 A method of treating asflxma comprising administ^ing to a patirat in need of such 
treatment a phannaceutically effective amount of a conipound according to claim 1. 

30 

30. A process of making a compoimd of the formula (la) according to the equation: 
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CN 



R9 



(X) 



(III) 



(la) 



wherein for the fonnula (la), Ri, R^, R3, R4, R5, Re, R9 and X are as defined in claim 1, 
said process comprising: 

reacting a dipeptide nitrile intermediate of the fonnula (HI) shown above, or a basic salt 
thereof, with a compound intermediate of the fonnula X shown above, wherein X' is an 
appropriate leaving group, with or without an ^propriate base to provide the product 
compound of the fonnula(]^). 
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